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Abstract: More than 90% of all liver malignancies are hepatocellular carcinomas (HCCs), for which
chemotherapy and immunotherapy are the ideal therapeutic choices. Hepatocellular carcinoma is
descended from other liver diseases, such as viral hepatitis, alcoholism, and metabolic syndrome.
Normal cells and tissues may suffer damage from common forms of chemotherapy. In contrast
to systemic chemotherapy, localized chemotherapy can reduce side effects by delivering a steady
stream of chemotherapeutic drugs directly to the tumor site. This highlights the significance of
controlled-release biodegradable hydrogels as drug delivery methods for chemotherapeutics. This
review discusses using hydrogels as drug delivery systems for HCC and covers thermosensitive,
pH-sensitive, photosensitive, dual-sensitive, and glutathione-responsive hydrogels. Compared to
conventional systemic chemotherapy, hydrogel-based drug delivery methods are more effective in
treating cancer.
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1. Introduction

Hydrogels are three-dimensional polymeric networks that absorb considerable water
while conserving their structural integrity [1]. Hydrogels are typically divided into two cate-
gories: physical gels and chemical hydrogels. Hydrogels have gained significant attention
and are utilized in different fields, including tissue engineering, implantable devices, biosen-
sors, and drug delivery [2]. Hydrogels are especially important in cancer therapy, where
chemotherapeutic agents are usually highly toxic yet poorly specific [3]. These drugs cannot
differentiate between normal and cancerous tissues. Thus, conventional chemotherapy
administration is known to cause side effects. Moreover, in conventional methods, most
drug content is released immediately after administration, causing drug levels to increase
and drop rapidly, resulting in unacceptable side effects and a short therapeutic course.
Given this inadequate period of action, injections should be repeated, exacerbating the
adverse effects. The most prevalent deadly cancer worldwide is liver cancer. Patients are
typically diagnosed with advanced stages of liver cancer, resulting in an adverse prognosis.
Over ninety percent of all liver cancers are hepatocellular carcinomas (HCCs), for which
chemotherapy and immunotherapy are the most effective treatments [4,5].

Various techniques and approaches can be utilized in liver cancer therapy depending
on its stage, including surgery, chemotherapy, radiotherapy, immunotherapy, gene therapy,
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and targeted therapy [4,6]. Although chemotherapy is vital in managing cancer, its inher-
ent toxicity usually leads to various adverse effects. Therefore, cancer therapy has been
moving toward targeted therapies [7]. Hydrogels have been utilized extensively in liver
cancer to enable controlled drug release at the tumor site. Specifically, the nanocomposite
hydrogel drug delivery system not only increases the drug concentration at the tumor site
for a sufficient period but also prevents the metastasis of the remaining tumor cells [8].
Localized drug delivery can enhance the efficacy of extensively metabolized drugs relative
to systemic administration and ensure sustained drug delivery at the tumor sites, reducing
the risk of toxic drugs causing severe side effects [9]. In this way, drug molecules can be
incorporated into the gel matrix of hydrogels to generate reservoirs that deliver bioactive
agents [10]. Studies on the effects of enclosing cells in biomaterials on immune response
and transplanted cell efficacy and viability have yielded encouraging findings [11]. Hy-
drogels have several benefits for encapsulating cells over other biomaterials because of
their structural similarity to the extracellular matrix [12]. In the field of liver cancer therapy,
hydrogels have been used to deliver various therapeutic agents, including doxorubicin [13],
cisplatin [14], paclitaxel [15], and embelin [16] to cancerous liver tissues. These hydrogels
have mainly been applied as stimuli-responsive hydrogels, which will be discussed in
detail. Currently, there are many studies on the construction of hydrogel drug delivery
systems. However, there are few comprehensive articles to highlight the findings. Herein,
we review the synthesis methods and benefits of hydrogels for liver cancer therapy.

The research methodology for this review adhered to the PRISMA (Preferred Reporting
Items for Systematic Reviews and Meta-Analyses) guidelines. A comprehensive search of
the relevant literature was conducted using several databases, including PubMed, Embase,
and the Cochrane Library. The search was limited to studies published in the English
language and included both randomized controlled trials and observational studies from
2000 to 2023. Studies that examined the effectiveness of the intervention being reviewed met
the inclusion criteria. Any discrepancies were resolved through discussion and consensus.
The data were extracted from the included studies using a predefined data extraction form,
and the risk of bias was assessed using the Cochrane Collaboration’s tool for assessing the
risk of bias. The results were synthesized narratively, and meta-analysis was performed
where appropriate.

2. Structural Characteristics of Hydrogels

Hydrogels are networks of polymer chains linked together by either chemical or
physical crosslinks. Non-covalent interactions include chain entanglement, weak molecular
interactions (such as hydrogen bonding and the van der Waals interaction), and microcrystal
regions, some of which are temporary and are created or destroyed in response to a
condition [17]. The noteworthy point is that for a polymer to be called a hydrogel, at least
one component of its polymer chains must be hydrophilic. At the same time, the polymer
network is insoluble in water due to crosslinks. Regarding the swelling response, some
hydrogels become more solid or liquid under various circumstances [18].

Hydrogels have 3D structures that can absorb a large amount of water with their
crosslinked and insoluble network. Fundamentally, crosslinked hydrogels are organized
based on the non-covalent interplay of the ingredients within the structure [19]. These hy-
drogels have several advantages, such as lower drug degradation throughout the synthesis
and decreased toxicity, because they do not need an initiator. The main characteristic of hy-
drogels is that they are a huge network with high hydration percentages made up of several
polymer chains which are irresoluble with crosslinked links [20]. To form crosslinked hydro-
gels, polymers interact with themselves or other polymers in pure hydrogel systems, and
this formation can be seen in nanoparticle hydrogels shaped by interacting nanoparticles
and polymer links [21].

Nanoparticle–hydrogel composites, made by nanoparticles and polymer chain interac-
tions, have physical crosslinked forms, and they do not need to utilize the extra crosslinking
factors, which are often toxic, with this synthesis method [7]. Nanoparticles with properties
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such as degradation, elimination, and propagation could help hydrogels purge and degrade
toxicity from the body [22]. Regarding the detoxification of nanoparticles that could help
the combination with biopolymers, it is possible to form a superstructure hydrogel with a
high capacity for the loading of drugs that contribute to assisting clinical individuals in
many fields such as biodetoxification and drug delivery [23].

One of the most important materials that plays an essential role in bioprocesses is DNA,
a self-replicating material that is present in nearly all living organisms. This material could
incorporate biopolymers to form biological material for various goals [24]. DNA-based
hydrogels are created by physical crosslinking and have made the highest contribution in
recent investigations, particularly in the biomedical field, because of their adjustable me-
chanical features, responsiveness to outside stimuli, and ease of functionalization [25]. By
limiting the enzymes and ligases in the special parts of the structure of DNA biopolymers,
they are easily monitored and controlled for the handling of hydrogel degradation and
the piloting of the extrication kinetics of remediation [26]. In this case, Wang et al. formed
a DNA hydrogel by utilizing the SERS method and specific encapsulation for detecting
α-Fetoprotein (AFP), a tumor marker of liver cancer [27].

On the other hand, a promising investigation into DNA-based hydrogels and nanopar-
ticle combinations has brought about formed materials that are utilized in surgical processes
due to their unique structures and has brought attention to these materials. Silver nanopar-
ticles (Ag-NPs) are one of the successful combinations for forming antibacterial hydrogels
which place these nanoparticles into 3D crosslinks and introduce functional material [28].
In the future, more complex materials could be seen because of the high flexibility of the
DNA-based hydrogel structure.

Understanding the kinds of interactions among nanoparticles is necessary for cre-
ating crosslinked bonds with colloidal hydrogels [29]. This method uses charge-based
gravitation to preserve the hydrogels’ structure. For instance, in a study by Bidkar et al.,
both the negative and the positive charges of two materials, red blood cell membrane-
coated nanoparticles (RBC-NPs) and chitosan-functionalized poly (lactic-co-glycolic-acid)
nanoparticles (Chi-NPs), incorporate with each other [30]. After this combination, a cohe-
sive network by electrostatics forces is shaped.

Furthermore, there is another type of bond in the structure of hydrogels called cova-
lent crosslinking, which is different from the physical ones. The gelation in hydrogels has
been boosted with these chemical bonds throughout the polymerization of the precursor
constructing blocks [31]. This crosslinking leads to the creation of several benefits, such as
increased mechanical features and good stability, and they improve them more than physically
crosslinked hydrogels by crosslinker concentration. Similarly, these two types depend on envi-
ronmental sense for the controlling of drug release in new extra layers [32]. The improvement
of the synthesis methods to prevent the undesirable degradation of drug payloads and the
exploration methods that modify the facilitation of prescriptions for medical purposes are
two important issues that should be considered in the hydrogel fields [33].

For the creation of nanoparticle combination superstructures, biological gels, which are
shaped by environmental intergrades, have been utilized. Hydrogels, which are enzymatic
crosslinked productions, allow some positive properties, such as strong covalent linking
and the acceleration of the gelation process under physiological circumstances in different
enzyme concentrations [19]. In this case, thrombin and fibrinogen interact, and the final
production is utilized in tissue engineering and wound healing. The combination and
interaction of fibrinogen, a glycoprotein complex, with Factor XIII, a transglutaminase,
create this enzyme gel. In the initial step, the end peptides of fibrinogen are released by the
protease thrombin to produce fibrin monomers that are crosslinked with each other [34].
The spray formation of this production reconciles with the surgical process [35]. Moreover,
some investigations used nanoparticles with hydrogels for screening for cancer drugs. For
instance, Zhu et al. illustrated the fact that hierarchical hydrogels could work with micro-
nanostructures for cancer construction on a chip. This integrated system has good potential
for utilization in cancer drug screening, particularly as an ideal method for screening liver
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cancer drugs. In addition, the hierarchical hydrogel system has shown accuracy and good
function throughout the processes and has many applications in the medical fields [36].
Therefore, hydrogel could play an essential role in improving performance in the medical
fields and could bring several functional merits to their processes.

There are many methods for obtaining chemical crosslinking, and the popular one
uses methacrylate precursors. These reagents, by the effectiveness of their carbon double
bonds, could form hydrogels during the free radical polymerization process. This process
leads to the ease and acceleration of the synthesis of heterogeneous network structures [37].
Moreover, based on the study by Bingol et al. on forming stimuli-responsive hydrogels,
methacrylate combines with other polymers and produces responsive hydrogels [38]. It is
thought that methacrylate could have more unknown benefits in the hydrogels field when
combined with other materials such as nanoparticles and that this could add some new
futures to hydrogels.

Crosslinkers play a significant role in cancer treatment, particularly in the therapy of
liver cancer. Inchingolo et al. reported that transcatheter arterial chemoembolization (TACE)
is a classical locoregional method used in chemotherapy with a high rate of success in cancer
treatment in comparison to other ways [39]. Cytotoxic drugs by this method transfer to the
closest site of the targeted tumor to create a hot spot near it [40,41]. In addition, injectable
hydrogels, which are environmentally responsive, are utilized for liver cancer treatment by
assisting the TACE method. Figure 1 represents the rationale for super selective cTACE and
DEB-TACE/bland embolization in a gelatin-based hydrogel drug delivery system.

Several hydrogels could work with the TACE method, such as physically crosslinked
hydrogels, especially the stimuli-responsive ones. In an investigation conducted by Nguyen
and colleagues, they formed a hydrogel with a combination of poly (ε-caprolactone-co-
lactide) (PCLA) and poly (urethane sulfide sulfamethazine) (PUSSM), which is named
PCLA-PUSSM. This hydrogel could remain in the liquid phase at pH 8.5, and by increasing
the pH, it converted to a solid. Moreover, this hydrogel underwent its animal model test
successfully. In this study, PCLA-PUSSM prevents tumor growth by releasing doxorubicin
(DOX) and chemoembolization effectively [42].

In another study, Yan et al. indicated that they had created a magnetic hydrogel
with thermosensitive properties and powerful adhesion; the hydrogel worked in moisture
situations, biodegradation, and high magnetic hyperthermia. This hydrogel could be
applied by the TACE method and could embolize tumor arterial vessels by responding
to external magnetic fields and the temperature of the body for liver cancer therapy [43].
This method, by assisting in the structures of physical crosslinking hydrogels, has a bright
future in cancer treatment.
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Figure 1. Schematic representation of rationale for super selective cTACE and DEB-TACE/bland em-
bolization in gelatin-based hydrogel drug delivery system. Abbreviations: PBP, peribiliary vascular
plexus; W-D, well-differentiated; PV, portal vein. cTACE (conventional transarterial chemoemboliza-
tion) is a widely used technique for treating patients with inoperable HCC. DEB-TACE (drug-eluting
bead transarterial chemoembolization) is a variation of cTACE based on the utilization of micro-
spheres to release chemotherapeutic agents within a desired site with controlled pharmacokinetics.
Figure is reproduced with permission from an Open Access article (CC BY 4.0) [44].

3. Hydrogel Synthesis for Drug Delivery Systems (DDS) Applications

Different monomeric or polymeric materials, such as cellulose, starch, ALG, gums,
cellulose, rice husk, and acrylamide polysaccharides, could form hydrogels [45]. Hydrogels
are divided into two kinds depending on their synthesis: physical and chemical crosslink-
ing. Regarding the structure and linkage of hydrogels, they can be irreversible, due to
their chemical links, or reversible, which is related to feeble bonds, such as hydrogen
bonding [46]. Crosslinked graft hydrogels have more specific and improved properties
compared to conventional hydrogels, such as mechanical properties and special electrical,
thermal, and variable molecular weight-specific functionality with favorable chemical
content. Alginate-methylcellulose hydrogels could be a successful cell delivery system
with the highest performance in encapsulation because of their formation by a crosslinked
structure [47]. Some interactions, such as electrostatic interaction, lead to the multilayering
of the polyelectrolytes and the forming of macroscopic hydrogels. In addition, some useful
biomedical properties such as self-healing are found in polyelectrolyte complexes [48]. In
addition, Zixin Liu and his colleagues investigated pisocyanide (PIC) hydrogels, which
are nonlinear and tunable to liver carcinoma cell therapy. They utilized the biomimetic
hydrogel linkages of the Gly-Arg-Gly-Asp-Ser (GRGDS) peptide with PIC that have spe-
cific mechanical properties such as tunable nonlinearity for checking their effects on liver
carcinoma cells. In conclusion, these hydrogels with PIC could affect the liver cancer
cells positively with their strain-stiffening property in the calcium-activated potassium
channel [49].

3.1. Hydrogels Classification Based on Their Preparation

Hydrogels can be classified in terms of how they are synthesized. Hydrogels can be
either homopolymer or copolymer in structure, semi-interpenetrating networks (semi-IPN),
or fully IPN (IPN) [50]. Homopolymer hydrogels are formed by only one kind of monomer,
which is natural; their formations could have crosslinked structures depending on their
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polymerization method. However, copolymer hydrogels have two types of monomers in
their formation, one of which is naturally hydrophilic. Conversely, a semi-IPN is formed
when a linear polymer interpenetrates another crosslinked network without the presence
of chemical links between the two networks [51]. In fact, because of the deficiency of a
limiting interpenetrating elastic network, this type can more efficiently maintain quick
kinetic response rates to pH or temperature when it still has key properties such as slow
drug release and rectified pore size [52]. Moreover, when two polymers in the solution and
the latter, crosslinked in situ or synthesized, are combined they form IPNs. The formation
of IPNs has two main steps: a solution of monomers and initiators is made in the first
step; the second one involves plunging a pre-polymerized hydrogel into this solution. In
this type, the surface and pore properties could improve the handling and monitoring of
drug release conditions and the mechanical characteristics [53]. Figure 2 represents the
classification of the hydrogels according to their various characteristics.
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Figure 2. Schematic representation of hydrogels classification according to their various characteris-
tics. Reproduced with permission from an Open Access article (CC BY 4.0) [18].

Several polymers could be utilized for cancer treatment, such as PCEC copolymers.
Their complex synthesis begins with ε-PCL polymerization by utilizing polyethene glycol
(PEG) with a weight proportion of 20:1, respectively [54]. PCEC has a wide range of usage
in many chemotherapeutic drugs, with successful feedback in anticancer delivery due to
its biocompatibility, biodegradability, and low toxicity. Gao et al. prepared norcantharidin
(NCTD)-loaded PCEC nanoparticles (NCTD-NPs) to enhance the solution in the water
feature of NCTD and to improve its antitumor effect. Then, a thermosensitive hydrogel
based on Pluronic F127 (PF127) was formed by the co-encapsulation of NCTD-NPs and
DOX to create a dual drug-loaded hydrogel system capable of confronting H22 tumors via
intratumoral administration [55]. This effort defines a promising liver cancer treatment and
could have a bright future in cancer therapy. Table 1 presents representative examples of
the synthesis methods and applications of hydrogels.
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Table 1. Examples of synthesis methods and applications of hydrogels.

Types of Hydrogels Monomer Examples Specific Reaction
Conditions Applications Dimensional Stability REF

HOMOPOLYMER

Poly (2-Hydroxyethyl
Methacrylate) (PHEMA)

2-Hydroxyethyl Methacrylate
(HEMA)

Polyethylene Glycol (PEG)

PVC, Polyethylene,
Polypropylene,

Polystyrene

Presence Of Benzoin
Isobutyl Ether as the
UV-Sensitive Initiator

Drug Delivery Systems, Contact
Lenses, Scaffolds for

Protein Recombination
Short-Term Stability [56,57]

COPOLYMER

Methacrylic Acid (MAA)
PEG-PEGMA Carboxymethyl

Cellulose (CMC)
Polyvinylpyrrolidone (PVP)

Poly (Vinyl Acetate),
Poly (Ethylene Oxide)

Free-Radical
Photopolymerization

Drug Delivery, Hydrogel
Dressing Material Long-Term Stability [58,59]

SEMI-INTER
PENETRATING

NETWORK

Acrylamide/Acrylic Acid
Copolymer

Linear Cationic
Polyallylammonium Chloride

Poly (N-Isopropylacrylamide) Template Copolymerization

Drug Delivery, Good
Biocompatibility for Medical Process

Usage, Antibacterial Activity,
Non-Melanoma Skin Cancer, Hepg2

Cancer Cell Therapy

Appropriate Stability
(Constantly) [60,61]

INTERPENETRATING
NETWORK

Chitosan
Poly (N-Isopropyl Acrylamide)

(PNIPAM)

Polystyrene-
Fozocicpoly(Ethylene-5tei-

Butylene)-Fciocfc-Polystyrene
(Sebs),

N, N, N′, N′- Tetramethyl
Ethylenediamine (TEMED),

Ammonium Persulphate
(Aps), and the Presence of

UV Light

Drug Delivery, Tissue Engineering,
Enhanced Solubility of Hydrophobic
Drugs, Non-Melanoma Skin Cancer

Excellent Stability [62,63]
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3.2. Synthesis of Physically Crosslinked Hydrogel

There are six main factors in the physical formation of physically crosslinked hydrogels in
polymeric chains: crystallization, protein interactions, hydrogen linkages, ionic/electrostatic
interactions, amphiphilic polymer self-assembly, and metal consonance [64,65]. For instance,
after the formation of polyacrylic and polymethacrylic acids and the creation of hydrogen
linkages, this combination is protonated, and a pH-sensitive hydrogel is created. Addi-
tionally, this combination is formed when there is a carboxylic acid group [66]. Chemical
crosslinking is preferred in in vivo applications. The deficiency of sufficient stability in
physically crosslinked hydrogels, when used in biological and physiological areas such as
the human body, is their main negative point for medical usage [67].

Figure 3 represents the hollow mesoporous silica nanoparticles (HMSNs/gel), a physi-
cally crosslinked hydrogel employed for localization and sustained transportation in an in
situ drug delivery platform. In cancer treatment, HMSNs have been developed to encapsu-
late erlotinib. Erlotinib is a crucial targeted drug in the treatment of lung cancer; however,
it has poor solubility, low oral bioavailability, and a high risk of toxicity, which restrict its
clinical use. HMSNs could be successfully used for increasing drug loading and boosting
the solubility to solve the incompatibility of the hydrophobic agents in hydrogel systems.
This approach led to longer intratumoral and peritumoral drug retention [68].
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Figure 3. Schematic representation of HMSNs/gel employed for localization and sustained trans-
portation in in situ drug delivery platform. HMSNs (hollow mesoporous silica nanoparticles) have
been developed to encapsulate erlotinib for increasing drug loading and boosting the solubility to
solve the incompatibility of hydrophobic agents in hydrogel systems. Reproduced with permission
from an Open Access article (CC BY 4.0) [68].

3.3. Synthesis of Chemically Crosslinked Hydrogel

Chemically crosslinked hydrogels have shown unique mechanical properties, leading
to their biophysical adaptation because of the covalent bonds between the polymeric
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chains. Furthermore, their degradation is monitorable and controllable in irreversible
and reversible interactions. Compared to physically crosslinked hydrogels, there is a
significant demerit that demands catalysts and organic solvents, bringing many concerns
about the biological adaptability and the environmental effects of chemically crosslinked
hydrogels [19]. Schiff base formation, photopolymerization, Michael addition or the Diels–
Alder reaction, reversible addition-fragmentation chain transfer (RAFT) polymerization,
free radical polymerization (FRP), and enzyme-catalyzed reactions are all methods that can
be used to advance and increase covalent bonds in chemically crosslinked hydrogels [69].
The Schiff base, formed when an amine reacts nucleophilically with the electrophilic
carbon of ketones or aldehydes, is a chemical compound commonly used to produce
hydrogels. For example, a successful hydrogel is an anticancer delivery drug made by a
combination of glycol CST and polyethene glycol (PEG) [19,70]. Therefore, covalent bonds
in chemically crosslinked hydrogels could easily form hydrogels with medical applications
due to their adaptions to the biological environment, their controllable degradation, and
their mechanical properties [71].

4. Chemical Properties of Hydrogels in DDS

Due to the hydrophilic polymer chains, hydrogels can change their shapes to desirable
forms [72,73]. Several chemical and physical crosslinked bonds in every hydrogel lead to the
creation of 3D networks in their structures, and they can have incredible water absorption
with this formation [74]. The existence of hydrophobic groups such as amine (–NH2),
carboxylic (–COOH), amide (–CONH, –CONH2), and sulfonic (–SO3H) groups in the
polymeric chains brings about hydrophilic interactions, which bring about the appropriate
stability in hydrogel structures [73]. In addition, there are more factors, such as ionic and
hydrogen bonding, for stabilizing hydrogels as secondary forces [75]. Moreover, chemical
crosslinking with covalent linkages and physical crosslinking with hydrogen linkages and
complexing ions assist hydrogels in improving their properties, such as biodegradation,
solubility, and reforming [76]. Furthermore, the rectification of content in hydrogels and
the detoxification are enhanced by the absence of chemical crosslinking in hydrogels [77].
Accordingly, hydrogels can easily upgrade their functions and properties through their
extraordinary structures.

In addition, hydrophobic polymers play an important role in drug delivery, especially
in cancer treatment. For example, Gajendiran et al. reported that a hydrophobic polymer-
based crosslinked 3D network might be utilized to localize drugs. This method works by
transferring drug cargo by hydrogel to the closest site of the tumor. Then, the drug toxicity
for controlling or preventing the growth of tumors is applied after the releasing of the
drug by the degradation of the hydrogels. To enhance the performance of this procedure,
several materials such as polyethylene glycol (PEG), polyphosphazene (PPZ), and poly
(lactic-co-glycolic acid) (PLGA) are used [78].

Furthermore, Wane et al. conducted research that led to the production of PNAx
triblock polymers by combining DOX and D-PNAx, a nanomedicine, simultaneously for
localized HCC chemotherapy [46]. By combining D-PNAx and a thermosensitive hydrogel,
an effective anticancer drug was formed to destroy H22 tumors. Moreover, the combination
of DOX hydrochloride with PNAx polymers improves and upgrades the effectiveness
of D-PNAx nanomedicine. For instance, the rate of DOX release was 9.4% in the first
24 h and reached 60% after 10 days in one case in which D-PNA100 nanomedicine was
employed. This nanomedicine also indicated a successful confrontation against H22 tumors
as an anticancer drug. On the other side, the low cumulation of the anticancer drug is always
a restriction in systematic chemotherapy for HCC. Hydrogels that are thermally responsive
could address this problem in local administration. Gao et al. formed an injectable thermally
responsive hydrogel for the internal administration of norcantharidin-loaded nanoparticles
(NCTD-NPs) and DOX for treating HCC tumors in an H22 tumor-bearing mouse model.
The results showed that drug-loaded hydrogel remarkably suppressed tumor growth,
diminished side effects, and prolonged the survival time of the mice. This drug solves
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the limitation by its unique properties and operation capabilities and can be used as a
local–regional therapy for HCC thorough intratumoral administration [55].

Hydrogels have good potential for utilization as drug carriers because of their special
chemistry. The existence of amine and aldehyde groups in hydrogel formations leads to
the addition of some biological properties such as biodegradation and biocompatibility
for use in bio-adhesives [79]. Due to the interaction between tissue amines and aldehydes,
which are derived from dextran macromolecules, the adhesion of these amines is formed.
In addition, an agglutinate mass is created by the interaction of unreacted aldehydes
and dendrimer amines [80,81]. To avoid the adhesion of hydrogels to undesirable parts,
dendrimer amines and dextran aldehyde crosslinks, which are unreactive, decrease the
amount of free aldehyde [79]. In conclusion, hydrogels have a promising future because
they are capable of combination with other biological materials to produce applicable
materials in this field.

Moreover, nanoparticles could be employed in hydrogel structures to improve their
properties. Due to their functional groups, hydrogels such as dendrimer–dextran hydrogels
could transfer nanoparticles into themselves and move to the targeted site in HCC [82].
Xu et al. reported that they aggregate by particular stimuli such as pH or temperature in
desirable sites and release the employed nanoparticles after degradation. Anticancer drug
delivery for some cancer treatments such as liver cancer could operate with this method,
and hydrogels transfer to specific tissues or organs by sensing stimuli [83]. Additionally,
this method brings some advantages, such as detoxication due to the nano-based hydrogel’s
nature which could assist in the attainment of a better treatment process. The toxicity of
drugs during cancer treatment processes such as chemotherapy often kill the patient during
the procedure, and these kinds of hydrogels do not have dangerous toxicity in this field.

5. Polymeric Hydrogels in DDS

The crosslinker and the solvent contribute to the viscoelastic properties and the net-
work structure of the polymer hydrogels, respectively. Then, they developed cutting-edge
medicinal applications. Hydrogels can be broken down into two distinct categories, “phys-
ical” and “chemical,” based on their binding mechanisms [84]. Most physical hydrogels
can be reverted to their original state when subjected to high temperatures or other stim-
uli. As opposed to biological hydrogels, chemical hydrogels typically exhibit stability
because of the covalently crosslinked networks inside them [85]. Hydrogels can be classi-
fied as either natural or synthetic depending on where their components are derived from.
Polysaccharide- and peptide- or protein-based hydrogels have received the most research
attention among natural hydrogels [86]. Figure 4 provides the sustained and targeted
method to treat HCC by utilizing siRNA thermosensitive injectable hydrogels and loading
desirable cargo to release at the closest site.
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5.1. Protein-Based Hydrogels

Proteins are the most significant macromolecules in all living systems, and they have
specialized during evolutionary time to carry out a wide variety of metabolic, mechanical,
and structural functions. Opportunities to employ proteins in novel ways have emerged as
research into their structure and function has progressed, and new methods of manipulating
proteins have been developed. Several proteins have been tested to see how well they
perform as biomaterials due to their many desirable qualities, including biocompatibility,
ease of large-scale synthesis via recombinant DNA technology, and ease of manipulation via
chemical or enzymatic techniques [87]. Proteins often contain several domains that assist in
cell signaling through their interaction with other proteins or ligands. Thus, the biomaterials
prepared from them might also show this function [88]. Protein–protein interactions are
crucial for the normal functioning of biological pathways, including cell-to-cell signaling
and metabolic and developmental control [89]. This has made proteins a desirable source
of biomaterials. Ongoing efforts are targeted toward developing hydrogels to fully mimic
natural signaling networks to control biological processes [90].

Different types of protein-based hydrogels have been used for targeting tumor cells. In
particular, these products are of great interest in the field of hepatocellular carcinoma (HCC)
therapy. Protein-based hydrogels can be used to facilitate transarterial chemoembolization
by providing a deeper permeation of tumor vasculature. Using this concept, Poursaid et al.
designed a DOX/sorafenib-incorporated silk-elastin-like protein polymer, which resulted
in the successful controlled release of these drugs at the HCC tumor site [91]. Furthermore,
Qian et al. introduced an injectable silk fibroin hydrogel that could effectively cause the
magnetic hyperthermia ablation of deep liver tumors [92]. Table 2 provides a classification
of the protein-based hydrogels with diverse utilizations.

Table 2. Protein-based hydrogels with diverse utilizations.

Formulations Functions and Applications References

Pr
ot

ei
n-

ba
se

d
hy

dr
og

el
s

Collagen
Collagen is the main structural protein in the extracellular matrix.

Used for articular cartilage repair, controlled release of vascular endothelial growth
factor, tissue engineering.

[93]

Gelatin
A natural biomacromolecule containing bioactive polypeptides derived from collagen.
Used for controlled release of chemokines, delivery of osteogenic proteins, combined

delivery of growth factors, drug delivery, tissue engineering, and wound healing.
[94]

Fibrin A fibrous, non-globular protein that contributes to the clotting of blood.
Utilized for wound healing, tissue engineering, and neovascularization. [95]

Fibroin Different insects produce an insoluble protein found in silk.
Used for drug delivery, vascular growth, and tissue regeneration. [96,97]

Sericin A protein created by silkworms in the production of silk.
Applied for drug delivery and wound healing. [98]

Elastin
A key component of extracellular matrix in gnathostomes.

Utilized for wound healing and regeneration.
Potential use in liver cancer.

[99,100]

Whey proteins
A by-product of manufacturing casein that provides substantial amounts of the

essential amino acids.
Used for drug delivery and tissue engineering.

[101]



Livers 2023, 3 172

Table 2. Cont.

Formulations Functions and Applications References
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Dextran A complex branched glucan.
Used for tissue repair and wound healing. [102]

Starch A granular chemical produced by all green plants.
Applied to tissue engineering, drug delivery, and wound healing. [85]

Chitosan
An amino polysaccharide, produced from the deacetylation of chitin obtained from

crustaceans and insects.
Used for controlled drug release and wound healing.

[103,104]

Hyaluronic acid
A glycosaminoglycan distributed throughout connective, epithelial, and neural tissues.

Utilized for wound dressing and drug delivery.
Has shown potential for liver cancer therapy.

[105]

Alginate A naturally occurring, edible polysaccharide discovered in brown algae.
Applied for wound healing and drug delivery. [106,107]

Cellulose A natural linear polymer composed of glucose units.
Used for drug release and wound healing. [108,109]

5.2. Polysaccharide-Based Hydrogels

Polysaccharides can be obtained from naturally occurring resources, including plants
and marine life. Because of its ease, low cost, and scalability, the polysaccharide-based
synthesis of hydrogels is a viable option for industrial applications. [110]. Polysaccha-
rides are widely used in biological materials due to their distinct physical and chemical
features, such as biocompatibility, biodegradability, and the absence of immunological
responses [111]. Polysaccharides have recently gained attention as promising biological
tools for various uses, including drug delivery and gene delivery [112]. In addition, the
crosslinking or elasticity of matrices in polysaccharide composites allows for enhanced
mechanical performances or processibilities in the ensuing hydrogels [113].

The application of polysaccharide hydrogels for cancer therapy has been associated
with promising results (Table 3). Polysaccharides have been found to interact with the
immune system to enhance its response and relieve the toxic side effects of cancer im-
munotherapy [114]. With respect to the benefits of polysaccharide-based polymers in liver
cancer therapy, Na et al. synthesized a hydrogel from carboxymethylated (CM)-curdlan,
substituted with a sulfonylurea for targeting hepatoma cell lines [115]. The regulated release
of the anti-cancer medication, the presence of ligand receptor-mediated specific interactions,
and the possible immunological enhancing activities of CM-curdlan in the body all prove
that this hydrogel is an effective drug carrier for the treatment of liver cancer. Moreover,
Xu et al. developed injectable hyaluronic acid-tyramine hydrogels, including interferon-2a,
and found that they effectively suppressed angiogenesis in liver cancer tumor tissues [116].

Table 3. Crosslinked hydrogels and their properties for drug delivery systems in cancer.

Methods Examples Functions/Applications of Resulting
Hydrogel Ref

Physically
crosslinked

Hydrophobic interactions Alginate polymer Bovine serum albumin [117]
Charge interactions Chitosan/glycerophosphate DOX [118]

Polyelectrolyte complexes Polycationic N-trimethyl chitosan and
polyanionic N-carboxymethyl chitosan Dexamethasone [119]

H-bonding Microcrystalline cellulose and
polyvinyl alcohol Vanillin [120]

Chemically
crosslinked

Small-molecule crosslinking Chitosan polymer Delivery of 5-Fluorouracil [121]
Polymer–polymer

crosslinking Hyaluronic acid polymer Delivery of tissue plasminogen activator
and budesonide [122]

Photo-crosslinking Chitosan-Pluronic polymer Delivery of human growth hormone [123]
Enzymatic crosslinking Chitosan polymer Delivery of 5-Fluorouracil [124]
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6. Stimuli-Responsive Hydrogels

Smart hydrogels, which can undergo a reversible yet discontinuous volume phase
change in response to different external physicochemical factors, have attracted a lot
of interest for decades due to their unusual properties and the promising technological
and biomedical applications they lead to [125]. Molecular interactions between polymer
chains and solutes in a system are affected by chemical signals, including pH, metabo-
lites, and ionic variables. According to Hoque et al., external factors such as temperature
and electrical potential may serve as alternative energy sources for modifying molecular
interactions [126]. According to Coelho et al., polymeric materials will undergo various
changes due to these interactions, including modifications to their solubility, swelling
behavior, conformational change configurations, redox (reduction–oxidation) state, and
crystalline/amorphous transition. The potential utility of such “smart gels” in the biomedi-
cal and pharmaceutical fields is generally accepted [127]. In addition, some investigations
into thermosensitive hydrogels have led to progress in the cancer treatment fields. For
example, Wen et al. made thermosensitive Pluronic hydrogels, which were used in liver
cancer ascites treatment. This novel method can transfer anti-tumor cargo for confronting
H22 tumors [128]. In another case, Zhao et al. demonstrated that Pin1 (peptidyl-prolyl
cis/trans isomerase) siRNA is a promising targeted and a sustained way to cure HCC. They
utilized injectable thermosensitive hydrogels to deliver siRNA/DP7-C nanoparticles to
treat liver cancer [129]. Furthermore, Xiao et al. formed a novel thermosensitive hydrogel
and loaded norethindrone nanoparticles (NPs) and oxaliplatin (N/O/Hydrogel) into it for
confronting H22 tumors and hepatocellular carcinoma therapy. This composite is capable
of intraperitoneal administration for malignant ascites of HCC [130].

6.1. Temperature-Induced Sol-Gel and Gel-Sol Phase Transition

Because of their low toxicity, high biocompatibility, and sensitivity to temperature
changes, thermosensitive block copolymers have been identified as a promising class of
drug carriers. Amphiphilic copolymers typically consist of two or three blocks of hy-
drophilic polyethylene glycol (PEG) and hydrophobic aliphatic polyester [131]. According
to the research of Shi et al., amphiphilic block copolymers in water can self-assemble into
micelles, which then form a micellar network following heating, ultimately leading to
gelation. The PEG/polyester thermal in particular shows two phase transitions: sol-gel
and gel-precipitate or sol-gel [132]. This sol-gel characteristic allows for the simple, low-
temperature combining of drugs with PEG/polyester copolymer solutions. The resulting
semisolid gel at body temperature allows for the subcutaneous injection of the mixed
solutions. Therefore, PEG/polyester thermogels may be used as injectable drug carriers to
treat diabetes, inflammation, and malignancies [133].

Huynh et al. described the synthesis of polyamino ester urethane block copolymers
for treating liver cancer. The copolymers displayed a phase transition from sol to gel
or gel to sol in an aqueous solution as the pH or temperature changed. The results in
rabbits with HCC were promising when Huynh et al. produced a polymeric hydrogel to
manufacture injectable radiopaque embolic materials [134]. Additionally, doxorubicin- and
near-infrared dye-loaded zwitterionic nanogels were produced by Li et al. This method in-
creased the DOX blood circulation time, tumor accumulation, and tumor penetration [135].
In another study, an in situ thermally sensitive magnetic hydrogel developed for HCC
multidisciplinary therapy recently embolized the arterial arteries of a rabbit liver tumor
using a vascular intervention procedure which showed a promising result in treating tu-
mors [43]. Figure 5 depicts the design of polymeric beads or hydrogels used in transarterial
chemoembolization (TACE) to occlude blood flow to a liver tumor and synergistically
provide localized treatment with minimal toxicity to the surrounding healthy organs.
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blood flow to a liver tumor and so synergistically provide localized treatment with minimal toxicity
to surrounding healthy organs.

6.2. pH-Dependent Anticancer Drug Release

There is a common requirement for nanoscale therapeutic systems to reach the tumor
microenvironment while treating cancer. As nanoscale drug delivery systems can only
enter cells via endocytosis, these carriers frequently end up in lysosomes, where they are
exposed to low pH and proteolytic enzymes. Using stimuli-responsive polymers, this
lysosomal microenvironment can be accessed to trigger a response drug release from the
carrier [136]. Using this dual-stimuli technique, some researchers have targeted tumor cells.
In a study, Salimi et al. created a cisplatin-loaded nanocomposite that was much more
lethal to liver tumor cells than free cisplatin at 40 ◦C vs. 37 ◦C and pH 5.7 vs. pH 7.4 [14].
Moreover, Gu et al. employed pH-dependent release profiles of PEGylated mesoporous
silica nanoparticles (MSN) to target DOX administration to liver cancer cells [137]. The
subsequent tests confirmed that the cellular absorption of MSNs-P/G was substantially more
significant than that of MSNs exhibiting galactose receptor-mediated endocytosis [138]. Raza
et al. designed a pH-sensitive FER-8 peptide hydrogel for targeting liver cancer. The pH-
sensitive features of the drug enabled it to be activated by the acidic pH environment at tumor
locations, to provide sustained drug administration, and to increase tumor inhibition [15].

6.3. Photoinitiated Combinational Liver Cancer Therapy

With its ability to provide unprecedented spatial and temporal control over the devel-
opment of the material, photoinitiated polymerization stands out as a promising technology
for the in situ synthesis of hydrogels. As photopolymerizations can be initiated without the
requirement for high temperatures or extreme pH conditions in a non-purged environment,
they are also generally favorable for cellular encapsulation because they allow for sim-
ple encapsulation without considerable cell settling. Furthermore, unlike spontaneously
polymerizing hydrogels, the material’s applicability is not limited by premature gelation
because polymerization may be regulated temporally and launched on demand [139]. In
recent years, photoinitiated polymerization has gained great attention in the targeting
of tumor cells [140]. During the exposure of gel to radiation, light energy is converted
to heat energy to disturb the structure of the gel and the drug release and destroy the
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cells associated with the tumor. This method has also been suggested for liver tumors.
Wang et al. designed a hybrid hydrogel comprising poly (ethylene glycol) double acry-
lates, polyethylene glycol 400, phthalocyanine zinc, and phosphotungstic acid based on in
situ photopolymerization [141]. This technique showed good biocompatibility, swelling,
and drug retention abilities at the liver tumor site. Regarding combinational therapy in
metastatic liver lesions, Spring et al. reported a photoinitiated release of cabozantinib and
photodynamic therapy using photoactivable multi-inhibitor nanoliposomes (PMIL); this
has shown an efficient reduction in tumor growth in a mouse model based on photothermal
and multikinase inhibition effects. PMIL also decreased metastatic tumor lesions and
reduced intratumoral micro-vessel growth [142].

6.4. Glutathione and pH-Responsive Hydrogels

Hydrogels sensitive to intracellular glutathione content and pH enable the controlled
release of several drugs. Mahmoodzadeh et al. developed a chitosan-based, glutathione-
responsive nanohydrogel as a possible nanoplatform for regulated DOX delivery. Positive
findings were found in the studies of biocompatibility, chemical structures, DOX load-
ing capacity, drug content discharged, and in vitro cytotoxicity effects [143]. Previously,
the benefits of glutathione/pH-responsive nano-sponges were discovered for enhancing
strigolactone delivery to prostate cancer cells [144]. In the case of liver cancer, although
a polysaccharide system was designed to conjugate paclitaxel to hyaluronic acid via a
glutathione-responsive disulfide linkage [145], the role of dual glutathione/pH-responsive
hydrogels remains to be investigated.

6.5. pH–Temperature Dual Responsiveness

The unusual thermo-responsive feature of some synthetic polymers, the sol-gel transi-
tion near the body temperature of 37 ◦C, is targeted toward a broad range of drug delivery
applications [146]. Injectable radiopaque embolic hydrogel made from a sulfamethazine-
based pH-sensitive copolymer shows promise as a treatment for HCC. At a pH 8.2 transition
boundary, PCLA-PUSSM showed a sol-to-gel phase change in an aqueous solution. There
was evidence of the sol state in polymer solutions at elevated pH levels, such as pH 8.5. A
gel-to-sol phase transition was detected at the pH range of the gel formation. The gel areas
of the copolymer aqueous solution encompassed physiological or hepatic tumoral settings,
suggesting the possibility of gel formation for in vivo investigation [42].

Fathi et al. reported a dual thermo- and pH-sensitive injectable hydrogel based
on chitosan with poly (N-isopropylacrylamide-co-itaconic acid) for chemotherapeutic
delivery [147]. Wang et al. developed a method for the simultaneous administration of
docetaxel and granzyme B, which is loaded in pH-sensitive micro-micelles and embedded
in a thermosensitive hydrogel [148]. Micelles are able to enter the tumor and release their
payload at pH 5.5 after being liberated from the hydrogel by proteinase degradation.

7. Biocompatibility of Hydrogels in DDS

The basic characteristics of the hydrogels include their biocompatibility, biodegrad-
ability, and ease of injection in vitro for growth under certain conditions. They may easily
be modified for usage in other locations and are a great way to transfer nutrients during the
development phase [149]. They also have several limitations, such as limited mechanical
strength, difficulty in handling, a high need for sterilization, and high treatment costs.

Hydrogels have recently gained popularity as a platform for biological applications
(Table 4) [150]. The naturally occurring polymer known as silk fibroin (SF), which is generated
from silkworm cocoons, has many inherent advantages, including biocompatibility and
biodegradability, minimal inflammatory reaction, and controllable mechanical properties.
Numerous hydrogels based on silk fibroin have also been created, showing strong clinical
translational potential. By utilizing the universal interaction with different molecules and
biocompatibility, SF-based composite hydrogels for bone regeneration, drug delivery, cancer
treatment, and 3D bioprinting of organ structures were subsequently developed [92]. SF
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hydrogels must gradually functionalize in response to external stimuli to increase their
applications in biomedicine. The use of biomaterials in vivo raises serious safety concerns.
Omenetto and Kaplan reported that natural polymer silk fibroin, a biocompatible suture
material used for millennia, was the major ingredient in their synthesized ferrimagnetic
hydrogel [151]. Moreover, according to previous studies, the iron oxide nanoparticles with
sufficient coating showed high biocompatibility for chemotherapeutic delivery [152].

It is evident that the physicochemical characteristics of 2DMs encourage their usage in
biomedicine. For instance, g-C3N4 and BP are considered more advanced in the biomedical
sector without any surfactants due to their better water dispersibility and colloidal stabil-
ity [153]. In contrast, electrically inert h-boron nitrite sheets seem to be more biocompatible
and better suited for the administration of drugs despite their poor stability in aqueous
dispersions [154]. The creation of novel covalent functionalizations will be an intriguing
endeavor for future research to enhance the biocompatibility of hydrogels as well as control
their solubility and biodistribution.

Due to its good biocompatibility and adjustable transition temperature, Pluronic, a
triblock copolymer comprising PEG and PPG, is a well-known thermo-gelling solution
authorized by the Food and Drug Administration (FDA) for decades [155]. Pluronic gels, on
the other hand, have reportedly been shown to have weak mechanical qualities; they are
prone to erosion and often only last for one day in vivo. The fact that they are not biodegrad-
able and often need a high critical gelation concentration (CGC) might have unfavorable
side effects. Due to these drawbacks, the Pluronic systems’ prospective applications were
limited. As a result, much effort was put toward altering Pluronic copolymers. In this study,
we created a brand-new polyurethane-based thermo-gelling copolymer by copolymerizing
poly (pentadecalactone) (PPDL), which has been shown to have outstanding mechanical
and biocompatibility qualities [156].

Additionally, after testing the biocompatibility of Ink H4-RGD in several different
cancer cell lines, Gebeyehu et al. found that all the tested cell lines, including the lung
cancer (NSCLC-PDX, H460, HCC-827, and A549), breast cancer (MDA-MB-231WT), and
bladder cancer (RT4) lines, showed greater than 90% cell viability following post-printing
evaluation [157]. The excellent tissue adherence and biocompatibility of chitosan make it a
popular ingredient in the hydrogels used for medication release. However, since chitosan
does not dissolve well in water, it is often combined with a tiny quantity of acetic or
hydrochloric acid to dissolve it. This increases chitosan’s acid toxicity to healthy tissues
and reduces the delivery of pH-sensitive drugs. In this regard, Qu et al. synthesized
a pH-responsive self-healing injectable hydrogel based on N-carboxyethyl chitosan for
hepatocellular carcinoma therapy, and it was a promising drug delivery system.

Most hydrogels used to treat liver cancer generally have appropriate biocompatibility,
which has motivated us to give hydrogels more consideration when comparing different
pharmaceutical formulations for treating this and other diseases. The most commonly used
hydrogels are given in Table 1, along with information about their biocompatibility.

Table 4. Biocompatibility and biosafety of different drug delivery systems based on hydrogel
composites for tumor therapy.

Type of Material Biocompatibility
Biosafety

Type of
Cancer/Application Results Ref

Carbon dot-supported
gold (Au/cds)

Ideal blood
compatibility

Liver cancer (HEPG-2
tumor-bearing mice)
4t1 tumor cell

In subcutaneous and orthotopic patient-derived
xenograft hepatocellular carcinoma models, carbon
dot-supported atomically dispersed gold acts as a
mitochondrial oxidative stress amplifier to prohibit
tumor development.

[158]

Porphyrin-like single
atom Fe (iii)

Remarkable
biocompatibility with
HeLa cells

Breast cancer
(HeLa-bearing mice)

Under NIR illumination, a metal-organic
framework (MOF) rich in single atom Fe (iii)
centers that resemble porphyrins (p-MOF) might
effectively trigger cancer death and allow
photo-acoustic imaging of cancer cells.

[159]
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Table 4. Cont.

Type of Material Biocompatibility
Biosafety

Type of
Cancer/Application Results Ref

Single-atom Ru supported
by Mn3[Co(cn)6]2 MOF

Biosafety (blood
biochemical and
blood routine)

Breast cancer (41
tumor-bearing mice)

OxgeMCC-r SAE with single-atom Ru loading
content could relieve the hypoxia condition of solid
tumors, lead to enhanced ROS generation, and
cause apoptotic cell death both in vitro and in vivo.
OxgeMCC-r SAE could selectively accumulate
within tumor sites for enhanced photodynamic
therapy of cancer under the guidance of t1
MR imaging.

[160,161]

Carbon
dot-protoporphyrin ix Good Liver cancer

Biocompatibility increased by decreasing
cytotoxicity, and the fluorescence of the drug
enhanced in comparison with its precursor.

[162]

Single-atom Cu
coordinated in hollow
N-doped carbon sphere

High biocompatibility
(body mass)

Breast cancer (4t1
tumor-bearing mice)

The Cu-HNCS demonstrated significant toxicity
against cancer cells in vitro. In addition, Cu-HNCS
catalysts could effectively suppress tumor growth
and significantly increase survival rates in vivo.

[163,164]

Single-atom Pt/ceo2 Good Brain trauma

The single-atom pt/ceo2 presents long-lasting
catalytic activity. Additionally, it exhibited the
nanozyme-based bandages that could decrease
indicators of oxidative stress and inflammation
responses in neuron cells and improve impaired
neurocognition.

[163]

Single-atom catalysts Minimum cytotoxicity Liver cancer

Studies have shown that synthesized SACs
effectively treat various types of cancer (especially
liver carcinoma), treat a wide range of infections
(bacterial and inflammatory), treat brain trauma,
and protect cells against oxidative stress.

[165]

Hierarchical Ni (OH)2
nanosheets/n-doped
carbon nanoboxes

Slight cytotoxicity Tumors biomarkers,
liver cancer

Assisting in cancer detection as a biomarker in the
early stages of medical processes. [166]

Fe–n4
immobilized
on a carbon
substrate
(Fe-n/c
SACs)

Good HeLa cells

Fe–n/c SACs could be used for enzyme-mimicking
properties, including peroxide (pod)-like,
oxide-like, cat-like, and gpx-like activities. In
addition, it could effectively scavenge intracellular
ROS in HeLa cells.

[167]

Fe-sas/nc Minimum cytotoxicity HeLa cells, lung
cancer cells

Fe-sas/nc catalysts containing bifunctional Fe-n4
active sites showed excellent cat-like and sod-like
activities. Moreover, it could protect HeLa cells
effectively against oxidative stress by eliminating
H2O2 and O2.

[168,169]

Poly (lactic and glycolic)
acid

Products degrade
during metabolic
pathway, localized
inflammation

Liver cells

The nhap/pla scaffold favored adhesion, matrix
sediment, and osteogenic segregation of HMSCs.
Both hpm and pm contribute to mineralization and
osteogenesis in the defect zone of rats for in vivo
transplantation.

[170,171]

Polyethylene oxide and
polyethylene glycol

Hydrolysis, mild
foreign in PEO and
minimal foreign in
peg body reaction, no
inflammation

Liver cells

This research explained the long term effect of the
lira method in the drug delivery system and
indicated positive impacts in this process
throughout the period; good diffusion of drug was
reported because of the hydrogels matrix;
lira-loaded pcga-peg-pcga gel formulation used in
this investigation.

[172]
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Table 4. Cont.

Type of Material Biocompatibility
Biosafety

Type of
Cancer/Application Results Ref

Polycaprolactone Hydrolysis, minimal
inflammation

Skin, ligament,
tendon, vessels,
nerves, cartilage, bone,
retina

Curdlan sulfate and heparin-modified poly
(caprolactone) (PCL) hybrids were expanded by
physically trapping these molecules on the PCL
surface. This amendment method was conducted
by reversible gelation of the PCL surface area
following exposure to a solvent and nonsolvent
mixture. The biomacromolecule entrapment
process is capable of being practical on PCL to
obtain enhanced blood adaptability and decrease
inflammatory host response for its future blood
contacting applications.

[173]

8. Physical Properties of Hydrogel Composites for DDS

A hydrogel is a polymeric network that has been crosslinked through the reaction
or conjugation of one or more monomers and has expanded due to the presence of water.
Hydrogels can absorb anywhere from 10 to 20% to hundreds of times their dry weight in
water due to the presence of hydrophilic functional groups, which bridge the gap between
the macromolecules and have a high affinity for biological fluids [174]. Stimuli-responsive
hydrogels change shape in response to stimuli such as heat, cold, light, ions, or a magnetic
field [175]. These “smart” hydrogels can also be made by employing acid-labile chemical
connections, which are stable at physiological (neutral) pH values but break down or
hydrolyze at low pH levels (such as in the tumor microenvironment) [176]. pH-sensitive
hydrogels cause cancer cells to develop an acidic extracellular environment while their
cytoplasm becomes alkaline. Some studies have shown that an alkaline intracellular pH
promotes glycolysis, increases cellular tolerance to hypoxia, and stimulates the expansion
of cancer cells. To achieve a simultaneous anticancer effect at the tumor site, Liu et al.
developed an injectable pH-responsive peptide hydrogel as a carrier material for the
antitumor medicines gemcitabine (GEM) and paclitaxel (PTX) [177]. Taking advantage of
the pH change in the tumor environment, new pH-sensitive hydrogels have been developed
to release the deadly drug only in the region of cancer cells, reducing the risk of damaging
side effects in healthy tissues. Hydrogels that are photosensitive undergo chemical and/or
physical changes when exposed to ultraviolet (UV), visible, or near-infrared (NIR) light.
For on-demand tumor therapy, Yuan et al. reported a nanocomposite hydrogel with
NIR/magnet/enzyme multiple responses [178].

Volume expansion/contraction, chemical bond cleavage/isomerization, and free-
radical polymerization process are all triggered by incident light. In contrast, porphyrins,
cyanines, oxides of gold and silver, and carbon all make up photothermal agents. NIR-
responsive hydrogels are of special interest in photothermally generated hydrogels because
of their deep tissue penetration and safety; however, tissue damage owing to overheating
must be carefully addressed before this technology can be employed in biomedicine [179].
Other factors, such as ionic strength or magnetic field, may also affect the physical and
chemical properties of stimulus-responsive hydrogels.

Hydrogels can be made magnetically sensitive by including iron oxide nanoparticles.
Their vibration in response to a magnetic field has the potential to considerably increase
local temperatures, which could improve therapeutic efficacy through thermal ablation
processes. In addition, these systems are frequently coupled with thermosensitive hydro-
gels, which release medications as the surrounding temperature rises, creating a synergistic
impact between thermal and chemotherapeutic cytotoxicity. Using pH-responsive iron ox-
ide nanocluster assemblies, Lu et al. reported a compassionate diagnosis of hepatocellular
cancer [180].

This approach, like NIR, has minimal invasiveness, deep tissue penetration, and
spatial and temporal activity [181]. Gao et al. developed a drug delivery system by
incorporating ferromagnetic vortex-domain iron oxide nano-rings (FVIOs) into a hydrogel
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made of chitosan and PEG that was doped with DOX. In vitro and in vivo studies showed
the synergistic therapeutic effectiveness of the DOX chemotherapeutic mechanism and the
thermal activity of FVIOS with the application of a magnetic field. Twenty-one days after the
operation, it was feasible to assess the system’s effectiveness in preventing tumor recurrence
after the surgical excision of the tumor and the administration of the formulation [182].

Hydrogels that have been combined with fibers may achieve excellent load bearing
and minimal friction. The composite hydrogels exhibit exceptional strength and toughness
in the opposite direction thanks to the creation of a highly porous 3D fiber network. The
microstructures of the hydrogel network must be tightly connected to every mechanical
feature of the composite hydrogels. The bilayer hydrogel achieves strong load-bearing
properties and ultralow friction at the same time as this structure. Due to its excellent
biocompatibility and great mechanical strength, PEEK (polyetheretherketone), a thermo-
plastic polymer material, has been investigated as a viable material for artificial joints.
The material 25 PEEK was chosen as the load-bearing structure’s hard substrate as a re-
sult [183]. When N, N-methylenebisacrylamide (MBAA) was added to the reaction, the
compressive modulus of the hydrogels also rose. This was conducted to compare the
mechanical strength of the various hydrogel samples. The mobility of free ferric ions and
the reversible ionic bonding between ferric ions and polyacrylic acid-polyacrylamide-ferric
ion (PAA-PAAm-Fe3+) chains in the damaged area of the hydrogels were the key factors
influencing the ability of hydrogels to self-heal. The free Fe3+ ions’ mobility and the un-
crosslinked AA chain segments’ impact on the hydrogels’ capacity for self-healing were
also significant factors. Hydrogels with a higher MBAA concentration exhibited denser
networks and greater mechanical strength. Though this caused the hydrogels to recover
more slowly and contain less water, meaning the load support heavily depended on the
solid phase and might have resulted in the rise in friction coefficients, it also reduced elastic
energy dissipation during the friction process [184]. The ability of the dual-network (DN)
hydrogel to withstand external loads in a variety of ways, including stretching, twisting,
and knotting, 29 without breaking, 30 suggests that it has better mechanical capabilities. A
500 g load can be withstood by the hydrogel, which is astounding. Its fracture strength and
strain, calculated at 32 9.73 MPa and 1250%, respectively, are similar to previous studies on
33 hydrogels with good mechanical properties.

In order to assess the self-recovery performance concerning the reversible nature of
the physical crosslinks, the sequential loading–unloading test was also carried out at a
fixed 200% strain [185]. Even in an atomic force microscope image of a very low CNF
concentration (0.005% w/v), it has been shown that the nanofibrils are very densely packed
and prevent the cells from working around the fibers. This indicates that the nanofibril
network is constantly remodeling, as indicated by the relatively high resistance of the
cellulose nanofibril (CNF) hydrogel to strain. The alternating strain experiment illustrated
the gel’s capacity for self-healing [186].

9. Most Recent Clinical Trials

Although pre-clinical studies have shown the potential of hydrogels in the treatment
of liver malignancies, further research is needed to advance the hydrogel-based therapies
into clinical application [46]. In this section, we give an overview of the ongoing clinical
trials in this field.

A phase II clinical trial (NCT02470533) is investigating the outcomes of chemoem-
bolization via hydrogel-based microspheres loaded with the chemotherapeutic drug DOX
compared with stereotactic body radiation therapy in patients with HCC [187]. Another
clinical trial (NCT04803019) has been designed to evaluate the use of transarterial em-
bolization (TAE) versus drug-eluting beads chemoembolization for the treatment of HCC.
The TAE will be carried out via Embozene microspheres, which are spherical particles of
hydrogel coated with a perfluorinated inorganic polymer. Moreover, the chemotherapeutic
agent used in this trial is DOX, which will be delivered into the tumor by Embozene [188].
Another clinical trial (NCT02525380) is also investigating the safety and efficacy of the DOX-
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loading DC Bead device in the treatment of HCC. The DC Bead is produced from polyvinyl
alcohol and consists of hydrogel microspheres that are biocompatible, hydrophilic, non-
resorbable, and capable of loading DOX [189].

10. Toxicity of Hydrogel-Based DDS

As the first stage of biocompatibility studies, in vitro cytotoxicity experiments should
be used to predict acute toxicity. Endpoints in cell quantity, shape, and cellular activity are
just some of the ways that the International Organization for Standardization (ISO) 10,993
(1992) has prescribed cytotoxicity studies for medical devices and materials [190].

Numerous attempts have been made to construct hydrogel-based DDS to lower the
undesired systemic toxicity and dose strength of the drugs. Numerous hydrogels with
clinical approval are available at pharmacies. In DDS, the biocompatibility of a polymeric
hydrogel with the surrounding tissues is the primary consideration. The prerequisites
for hydrogel systems include the noncytotoxic nature of the precursors and the soaked
products. Important evaluation criteria for biocompatibility include cell viability and
proliferation. Only in situ hydrogels are utilized to encapsulate cells [191].

Ni et al. demonstrated that poly (caprolactone)-poly (ethylene glycol)-poly (caprolac-
tone) is a biocompatible, chemically synthesized, amphiphilic tri-block copolymer with
hydrophobic PCL chains that can encapsulate hydrophobic drugs and hydrophilic PEG
chains with good water solubility (PCL-PEG-PCL, PCEC) [192]. PCEC is commonly used as
a nanocarrier because of its biocompatibility, biodegradability, and low toxicity, making it
ideal for delivering a variety of chemotherapeutic drugs to specific tumors. For anticancer
drugs, including gefitinib, paclitaxel, and honokiol, PCEC nanoparticles have created a
sustained drug release mechanism [193]. The cytotoxicity of control PCEC nanoparticles,
free NCTD/Dox, and NCTD-NPs/Dox Gel was measured in HepG2 cells using the MTT
in vitro assay. No cytotoxicity was detected from the blank PCEC nanohydrogels since the
cell viability was greater than 80%, even at 800 µg/mL. According to these results, PCEC
nanohydrogels could be a safe and effective medication delivery strategy for HCC [55].

Furthermore, many of the polymers utilized to make hydrogels for cancer therapy can
be decomposed naturally, including natural and synthetic polymers such as chitosan [194],
hyaluronic acid [195], alginate, polyesters [196], and polyphosphazene [197]. The use of
non-toxic, biodegradable hydrogels based on multi-block copolymers as drug delivery
systems is described in a US Patent [198]. They were constructed using a hydrophilic
soft block and a biodegradable, hydrophobic hard block. They might be broken down by
the hydrolysis of intramolecular amide and ester bonds, which takes place in the body
naturally. The hydrophilic, non-biodegradable polymers employed in the aforementioned
invention are copolymers of PEO and polypropylene oxide (PPO) and/or polyethylene
oxide (PEO), which have molecular weights between 600 and 30,000 Da. In this context,
biodegradable polymers include polyglycolide (PGA), polylactide (PLA), and a PLA/PGA
copolymer [128]. Mice treated with free RES/DDP had minor splenic and pulmonary toxic-
ity, as measured by stannous octoate (Sn(Oct)2), -caprolactone (-CL), poly (ethylene glycol)
(PEG4000), and stannous octanoate (Sn(Oct)2) (splenic nodular atrophy and pulmonary
hemorrhage). This could be connected to the drug’s toxicity and adverse effects. Other
organs, however, showed no poisoning symptoms [199]. Because of its hydrophilicity and
steric repulsion properties, PEG is now the gold standard for coating NPs to reduce their
toxicity. However, this permits “stealth” NP carriers to stay in circulation long enough to
reach or identify their therapeutic site of action, decreasing toxicity, and enabling picture
capture [128].

Poly (ε-caprolactone) (PCL) is also a good candidate to use in a hydrogel composite
due to the effectiveness, good mechanical properties, and low toxicity of this treatment, as
well as the significance of the cargo’s synergistic influence on the outcomes, which were
shown in in vivo tests on tumors [128].

In conclusion, hydrogels are mostly biocompatible for chemotherapeutic delivery,
which has brought greater attention to the development of modern polymeric biomaterials.
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Hydrogels based on chitosan and other natural polymers constitute a significant source of
the biocompatible, biodegradable matrices widely applied in biomedicine. The main assets
of biomaterials include biocompatibility, the lack of allergic, toxic, and mutagenic reactions,
and the lack of immune responses and inflammations [200].

11. Limitations of Hydrogels for Cancer Therapy

Despite their wide advantages, hydrogels also have some shortcomings. The low
tensile strength of many hydrogels restricts their benefits for load-bearing applications;
these hydrogels dissolve or flow away from a targeted site before exerting their effects [201].

The delivery route is another major concern. The oral delivery route damages the gastroin-
testinal tract. Regarding the intravenous route, many hydrogels cannot be injected. However,
intravenous injection has also some limitations such as rapid renal clearance. [202,203].

Photo-crosslinking hydrogels mostly have low penetration depth, which limits their
penetration into deeper tissues [204].

Magnetic hydrogels might overheat under an alternating magnetic field, which results
in heat damage to the adjacent healthy tissue [9].

Given these shortcomings, the application of hydrogel-based therapies in clinical
practice may be limited.

12. Conclusions and Future Perspectives

Hydrogels, with their unique qualities, such as the capacity to transform from a liquid
to a solid, serve as great platforms for controlled drug delivery. Hydrogel formulations
offer a potential method for reducing off-target toxicity with chemotherapeutic medicines,
which is especially important given that the systemic administration of these treatments is
often at a dose limited by toxicity in normal cells. We have reviewed the use of hydrogel-
based drug delivery systems for chemotherapeutics to tumors, including thermosensitive,
pH-sensitive, photosensitive, dual-sensitive, and glutathione-sensitive hydrogels. The
advantages of injectable hydrogel systems include lower toxicity to normal tissues, localized
and prolonged distribution of the medications in the tumor region, more efficient cell death,
and prevention of tumor growth. Within highly organized and controlled in vitro settings,
the efficacy of these hydrogels for localized chemotherapy has been thoroughly described.
Because most ectopic tumor models are subcutaneous, direct placement of a hydrogel close
to or within the tumor mass is simple, and ectopic tumor growth can be monitored with
relative simplicity. The lack of a tumor-specific microenvironment is a significant drawback
of ectopic tumor models. While this indicates the field’s natural evolution from the in vitro
setting to the preclinical in vivo models, additional testing in orthotopic tumor models
that more faithfully simulate the tumor environment within a certain tissue or organ is
necessary. Clinical trials involving humans will then be able to assess the efficacy of these
drug delivery platforms for local chemotherapy and cancer treatment, and such studies are
important to validate the hydrogels as treatment choices.
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