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Recent advances in nanogels for drug delivery and
biomedical applications

Herein depicted is the capability of nanogels to navigate
through various physiological barriers given their
characteristic features, targeting specific organs such as
the eyes, skin, brain, and lungs. These nanogels may be
used to treat various diseases, including viral and bacterial
infections. The image also illustrates multiple methods of
administration, such as injections and eye drops, in the case
of ophthalmological diseases.
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Nanotechnology has shown great promise for researchers to develop efficient nanocarriers for better
therapy, imaging, and sustained release of drugs. The existing treatments are accompanied by serious tox-
icity limitations, leading to severe side effects, multiple drug resistance, and off-target activity. In this
regard, nanogels have garnered significant attention for their multi-functional role combining advanced
therapeutics with imaging in a single platform. Nanogels can be functionalized to target specific tissues
which can improve the efficiency of drug delivery and other challenges associated with the existing nano-
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carriers. Translation of nanogel technology requires more exploration towards stability and enhanced
efficiency. In this review, we present the advances and challenges related to nanogels for cancer therapy,
ophthalmology, neurological disorders, tuberculosis, wound healing, and anti-viral applications. A per-
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1. Introduction

Despite the continuous efforts of nanotechnologists world-
wide, nanocarriers still need to be wholly accepted in the clini-
cal world due to their biosafety concerns. The utmost need in
nanomedicine is the development of safe and biodegradable
nanocarriers suitable for the biological and intracellular
microenvironment without inducing side effects or immune
responses. The sustained and targeted delivery of drugs utiliz-
ing nanocarriers has raised hope for better therapeutics and
enhanced efficacy. In recent years, nanogel technology has wit-
nessed significant advancements, with the development of
nanomaterials exhibiting multifunctional imaging features
and delivery of therapeutics for various diseases. In this
regard, micro/nanogels that are soft tissue-like cross-linked
hydrogel particles composed of polymeric chains have gained
much attention."” These nanocarriers possess unique,
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spective on recent research trends of nanogels for translation to clinics is also discussed.

enhanced characteristics that make them ideal drug delivery
systems. Nanogels have very high stability in physiological solu-
tions and are non-toxic to the tissue microenvironment. Owing
to their high strength and resemblance to human tissues, they
can survive the shear forces and the presence of serum proteins
in the bloodstream.> Nanogels offer unique advantages over
other carriers across the highly selective blood-brain barrier
(BBB) for brain targeting and contributing to a higher surface-to-
volume ratio, responsible for enhanced interaction with the
environment and uniform distribution at the intended location
for functionalization and bioconjugation with various ligands,
bioactives, and DNA or RNA. Because of their porous structure
and hydrophobic modifications that can restrict their swelling
ability, nano-sized biomaterials can be excellent candidates as
drug carrier systems, allowing a higher load of pharmaceutical
agents to be incorporated within the 3D polymer matrix while
protecting these from physiological degradation.

It is possible that nanogels can be modified to display lipo-
philic or hydrophilic properties, encapsulating drugs of
varying affinities while interacting accordingly with the target
tissues and cell membranes.* Smart nanogels can be designed
to react to external stimuli such as near-infrared (NIR) light,’
pH,® temperature,” and pressure.® Recently, nanogels have
been modified by adding nanofillers, forming composite
materials with diverse, multifunctional characteristics. For
example, carbon nanotubes,” fullerenes,'"® magnetic
nanoparticles'>'? and plasmonics™® are added to nanogels to
amplify their applications in image-guided therapy and on-
demand drug release.'®'® Table 1 summarizes the recent

This journal is © The Royal Society of Chemistry 2024
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nanogel technology-based systems showing their multifunc-
tional features useful in various diseases. In this article, we
attempt to briefly discuss the advancements in nanogels
specific to neurological disorders, cancer therapy, and anti-
viral applications, among other settings. The prospects for
their clinical application are also discussed briefly.

2. Nanogels for neurological
disorders

Brain health is one of the essential parameters for the human-
kind. A 2016 report by WHO noted that epilepsy affects
50 million people globally, while 47.5 million individuals were
affected by some form of dementia. Alzheimer’s disease (AD)
contributes to 60-70% of neurological disorders. Other stan-
dard neurological diseases include Parkinson’s disease (PD),
migraines, and multiple sclerosis.”’ Treatment limitations
include inadequate delivery systems, aging, systemic side
effects, and primarily the BBB, that allows the passage of
mainly small, hydrophobic molecules. The complexity of the
CNS poses a significant challenge in disease treatment.
Different cell types with detailed mechanisms contribute to
the difficulty in the development of effective therapeutics that
selectively target neuronal tissue. Specifically, the strict selecti-
vity limits therapeutic agents from reaching their target
location in the brain at effective concentrations sufficient for
desirable results.?®

Moreover, the agents that can cross the BBB are further
challenged by efflux transporters, which prevent the accumu-
lation of the drug in the brain and continue to hinder their
efficacy.”® Owing to these limitations, more invasive treatment
forms have been sought, posing significant risks for patients and
challenging treatment practicality.”® Nanoscale systems, posses-
sing advantageous size and modifiable characteristics, are a can-
didate with easy access through the neuroprotective barrier.
Many therapeutic agents such as nucleic acids, proteins, polypep-
tides, and anti-sense drugs are incorporated in nanogels and
used for neurological disorders.*" A lipopeptide nanoparticle was
loaded with siRNA to target genetic disorders via gene silencing.
In non-human primates, over 95% of the genes were silenced
with a small dose of 0.3 mg kg™ of the nanoparticle, which was
significantly lower than the dose required from endothelial or
immune cells to achieve similar effects. Moreover, the nano-
particle was well tolerated at doses up to 1 mg kg™, 100 times
the effective dose in rat models.>” Nanogels possess the charac-
teristics required to carry the bioactive molecules and cross the
BBB.** An example is surface modification. Specific ligands may
be added to the surface of nanogels for interaction with recep-
tors, allowing for the nanogel’

s internalization via receptor-mediated transcytosis.
Nanogels may also be hydrophobically modified with coatings
that mimic the lipid bilayer, facilitating the integration
between the two.** A crucial property of an efficient nanogel
carrier is its prolonged blood circulation inside the human
body, which results in efficient accumulation in target
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tissues.*® This can be accomplished by synthesizing hydrogels
encompassing liposomes, zwitterionic polymers, or polyethyl-
ene glycol (PEG), which increase biocompatibility and evade
recognition by the immune system.*® Additionally, formulating
nanogels with a lipid bilayer allows them to blend with mem-
brane lipids of other cells, contributing to the possible evasion
of efflux transporters. Molecules such as polyethylene glycol
(PEG) can hinder the interaction between the nanogel and the
transporter, reducing the amount of nanogel that is pumped
out of the cell and increasing the overall intercellular concen-
tration.?” A glycyrrhizic acid-zinc alginate nanogel loaded with
albiflorin, an anti-inflammatory and antioxidant, resulted in
the selective biodistribution of the drug and its accumulation
at the target site in significantly higher loads than when com-
pared to free drugs.>® To treat epilepsy, a sodium sulfonate
nanogel loaded with phenytoin (PHT) and a-methyl-i-trypto-
phan successfully targeted the epileptic foci and released an
anti-epileptic drug during an elevation in the reactive oxygen
species (ROS) levels. Moreover, the nanogel inhibited hyperac-
tive neural circuits (Fig. 1).** The formulated nanogel high-
lights the synergistic opportunity to regulate apoptotic lesions.

Additionally, testing of ischemic stroke using glycol-conju-
gated urokinase nanogels protected the BBB, reducing severity
and neurotoxicity at significant rates.*>*" The role of nanogels
as diagnostic tools for brain diseases has also been researched.
Gelatin nanogels loaded with gadolinium allow for excellent
MRI contrast and can be quickly excreted via the renal system.
These do not migrate across the BBB, a favorable property for
the contrast agent to spare possible contamination with the
brain parenchyma or cerebrospinal fluid (CSF), reducing the
risk of gadolinium brain deposition.**

3. Nanogels for ophthalmology

Current treatment modalities for ophthalmic diseases are chal-
lenged by factors such as poor drug bioavailability, which can
result from the quick drainage of traditional eye drops from
the nasolacrimal system or tear turnover.*? Similarly, pene-
tration barriers such as the corneal epithelium and blood-
retinal barrier prevent drugs from reaching the deep ocular
tissue.** The short residence time of traditional eye treatments
also poses a significant challenge to the field and requires fre-
quent administration of eye therapeutics to maintain sufficient
levels for desirable results. These factors can burden patients,
leading to non-compliance and the non-attainment of optimal
treatment results.”> Additionally, ophthalmic formulations can
yield suboptimal results as, like many other treatments, tar-
geted delivery is often not achieved.* In this regard, nanogels
are being extensively explored for eye disorders as they effec-
tively entrap the drugs, protect them, and increase the drug
residence on the ocular surface while promoting effective
penetration in various eye compartments.*® Carbonized nano-
gels (CNGs) using the pyrolysis of lysine hydrochloride (Lys)
have high biocompatibility, anti-inflammatory, and free radical
scavenging properties. A single dose of the nanogel (50 pg

This journal is © The Royal Society of Chemistry 2024
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Fig. 1 Structure of the nanogel and its mechanism of targeting epileptic foci and ROS/electricity induced drug release. Copyright under Creative
Commons Attribution 4.0 from ref. 39.

mL ") achieved the same therapeutic effect in vivo in less time traditional eye therapeutic agents.*> At the same time, this can
than prescription cyclosporine eye drops at a concentration ten improve patient compliance as less frequent dosing is
times higher (500 pg mL™") (Fig. 2)."” The increased efficacy at required.

lower concentrations indicates greater potency by lowering Pathological conditions of the cornea, like trauma and allo-
side effects, and reducing possible toxicities associated with graft rejection, result in increased alternative splicing of the
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Fig. 2 Schematic representation of the one-step synthesis of lysine-carbonized nanogels (Lys-CNGs) and their application for the treatment of dry
eye disease through long-term mucoadhesion on the ocular surface to exert antioxidant and anti-inflammatory effects. Reprinted from ref. 47.
Copyright (2022) with permission from Elsevier.
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CD44 isotype and increased receptor density.*® Hyaluronic
acid (HA), a naturally occurring polysaccharide highly concen-
trated in joints, eyes, corneal epithelium, and endothelium, is
known to interact with the CD44 receptors of cells and has
been leveraged in this regard.*®*® A hyaluronan-cholesterol
nanogel increased preocular retention of hydrophobic drugs
such as dexamethasone and facilitated the permeation of
tobramycin, a hydrophilic agent, showing effective encapsula-
tion for treatment and further application in ophthalmology.*®
A study showed self-assembled nanogel suspension MC-g-
PNtBAm, methylcellulose-grafted-poly(N-tert-butylacrylamide),
a drug delivery system for dexamethasone with prospects for
ocular drug delivery and loaded drug potentially released for
up to 1 week as opposed to 5 minutes for the free drug.’®
Existing challenges associated with dexamethasone include
but are not limited to poor solubility, which can be overcome
by the encapsulation of the drug in the nanogels, which are
modified to possess hydrophilic features, ensuring the even
distribution of dexamethasone throughout the ocular
surface.’™? The extended-release profile provided by the
nanogel encapsulation leads to a sustained release of the
therapeutic agent, which can help prevent fluctuations in treat-
ment that are known to yield inflammatory rebound. In this
process, inflammation caused by the steroid worsens as the
drug is abruptly discontinued.>®>* The sustained release can
also contribute to patient compliance by reducing adminis-
tration times.

Similarly, these nanomaterials can cross the blood-retinal
barrier to treat refractive errors via contact lens application for
diseases such as cataracts and glaucoma, for which single
time usage of timolol-loaded nanogels decreased the intra-
ocular pressure for 48 hours. Less than 5% of conventional
timolol eye drops can penetrate the eye to manage glaucoma
properly.”® Controlled management of intraocular pressure
helps reduce the disease progression rate, which could lead to
vision loss if the pressure is not maintained within the normal
range over time.”®

4. Nanogels for wound healing
applications

Nanogels have emerged as a promising nanomaterial for
wound healing applications owing to their unique properties.
High water content and tunable physical and chemical pro-
perties make them perfect candidate for wound healing appli-
cation. One of the greatest challenges in wound healing is the
management of possible infections, which may often involve
antibiotic-resistant bacteria. Poor tissue perfusion may also be
experienced in chronic wounds, leading to poor healing. An
important parameter of wound healing is appropriate tensile
strength, which indicates the mechanical stability and integrity
of the tissue. A higher value in tissue repair coordinates with
tissue less prone to additional injury or to experience wound
dehiscence. Enhanced therapeutic outcomes were seen with
synthesized silver nano gels, which yielded significantly higher

6010 | Biomater. Sci, 2024,12, 6006-6018
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tensile strength compared to the market drug Silverex. This
result was achieved by applying silver nanogel at a significantly
lower concentration than Silverex.>” Owing to their colloidal
stability, nanogels provide an excellent platform for classical
topical treatment for wound healing. The retention of water
offered by the nanocarrier provides a balanced, moist environ-
ment, crucial for optimal cell conduction and proliferation,
leading to tissue regeneration. At the same time, nanogels can
remove excess moisture from the wound site, promoting
biofilm growth or leading to maceration.”®** Common biopo-
lymers used to develop nanogels for wound healing appli-
cations include silk fibroin, alginate, chitosan, collagen, and
hyaluronic acid. These biopolymers have intrinsic anti-inflam-
matory and antibacterial properties, which add to the wound-
healing application.®®"®* Scarless wound healing is one of the
critical clinical challenges, leading to cosmetic concerns. In
this regard, nanogels can be leveraged to encapsulate anti-
inflammatory agents and growth factors to regulate cell pro-
liferation and migration, collagen modulators to control remo-
deling, and angiogenic factors to enhance vascularization for
optimal tissue repair. Such encapsulation can provide a sus-
tained release of these agents.®® A recent study by Chen et al.
reported HA-modified and verteporfin (VP)-loaded polylactic
acid nanogel (VP-PLA) for scar-less wound healing (Fig. 3). The
nanogel effectively inhibited yes-associated protein (YAP)
expression, which is ideal as YAP activity is linked to fibrosis
development. Simultaneously, the nanogel promoted the
expression of proliferating cell nuclear antigen (PCNA), a cell
proliferation marker, while enhancing migratory rates of fibro-
blasts, both of which contribute to tissue repair. Interestingly,
the study demonstrated that the PLA component of the
nanogel did not play a direct role in YAP inhibition, indicating
that the materials used for the nanogel synthesis were
sufficient to achieve the intended results.®* Another innovation
in biomaterials used for wound healing involves using Paccai
eruval nanogels. These studies reveal enhancement of collagen
synthesis and wound healing with the nanogel treatment. The
nanogel demonstrated a shorter epithelialization period of up
to 14 days, which indicates a faster wound healing rate, lower
than the rate obtained under traditional care, which may last
up to 3 weeks.®® Antimicrobial silver nanogels have also been
tested in wound management, where enhanced wound
healing was seen on incision, excision, and burns. The gel suc-
cessfully inhibited bacterial growth with no adverse effects.
This finding suggests that silver nanogel is a candidate for
wound dressing, capable of arresting bacterial growth at the
surface level and preventing further infection.”” A favorable
wound closing rate on histological examination was seen with
chitosan-lysate nanogel, deeming it a good candidate for
wound healing. The nanogel recovered -cisplatin-induced
damage to tubular cells, reducing injury from 10% to 1%.%°
Moreover, nanogels can also be loaded with anesthetics such
as lidocaine, where a loading capacity of 99.9% can be
obtained along with 93% drug release with no signs of erythe-
matous skin, demonstrating its potential for continuous thera-
peutic regimen with no allergic reactions. Additionally, the

This journal is © The Royal Society of Chemistry 2024
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Fig. 3 Schematic illustration of HA/VP-PLA promoting scarless wound healing by accelerating re-epithelization and controlling scar formation.
Reprinted with permission from ref. 64. Copyright (2023) Licensed Under a Creative Commons Attribution 4.0 International License.

stability of the product can be maintained for six months,
drawing attention to the secureness of nanogels after a con-
siderable shelf life, which leaves room for further enhance-
ment upon formulation.”” Wound healing is limited by
biofilm and foreign bodies in wounds, which can contribute to
treatment resistance and increased risk of infection.®® Patient
non-compliance during wound care may also lead to progress
impediment.”® Hence, not only do nanogels offer a great
advantage given their drug loading capacity, scaffold function,
and customizable properties that allow for the management of
various wound conditions, but their nano-scale size alone
allows for biofilm penetration with the opportunity for
additional modification to yield high bacterial cell selectivity,”
overcoming the existing local challenges as opposed to com-
monly used treatments such as mupirocin or silver sulfadia-
zine, which are significantly limited in their antibacterial
capacity in the presence of biofilm.”" This characteristic also
presents an escape from the requirement for debridement for
proper wound management, potentially significantly advan-
cing the healing rate via improved regimen adherence. Thus,
by minimizing the instances of wound debridement, nanogels,
as an alternative, provide a continuous healing environment to
support tissue regeneration in a less demanding, facilitated
manner.”>

5. Nanogels for tuberculosis

Tuberculosis (TB) is a contagious respiratory disease caused by
Mycobacterium tuberculosis (M. Tb). The increase in this

This journal is © The Royal Society of Chemistry 2024

disease worldwide is due to drug-resistant strains in TB, the
long duration of disease treatment, high dosages of drugs
leading to patient non-adherence, and the development of
resistant strains that fail the therapy, known as multidrug re-
sistance (MDR) and extensive drug resistance (XDR).”> The
common side effects of existing long-term treatment are
associated with hepato-toxicity, allergic reactions, gastrointesti-
nal disease, etc.”* Nanomedicine has shown great potential in
addressing these limitations. A recent study demonstrated an
injectable amphiphilic hydrogel (TB-gel) that can entrap a
cocktail of four anti-tubercular drugs, viz., isoniazid, rifampi-
cin, pyrazinamide, and ethambutol. This study showed that by
encapsulating the drugs in the nanogel, half of the dose was
sufficient to achieve the same results as the free drug.”
Hyaluronic acid-based nanogels have also been explored for
TB treatment. A study suggested the potential of LLKKK18
(antimicrobial peptide) loaded into hyaluronic acid nanogels
for TB treatment, with the additional effect of reducing proteo-
Iytic degradation (Fig. 4). When LLKKK18 was loaded onto the
nanogel, the bacterial concentration in the lungs was signifi-
cantly reduced by 10-fold. Moreover, the concentration of the
highly virulent bacterial strain known as M. avium, 25291, was
significantly reduced when treated with both the nanogel
alone and the loaded nanogel by approximately one-half,
suggesting that the properties of the nanogel alone are
sufficient to combat bacteria.”® Nanogels can enhance the con-
trolled release of anti-TB drugs and are sensitive to the micro-
environment of granuloma and macrophages and pH.
Theranostic nanogels that penetrate like a laser to deep tissue
and do not damage healthy tissues are needed. The nanogels,
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Fig. 4 A lung-targeted inhalational nanogel powder for the sustained release of isoniazid/rifampin against multidrug-resistant Mycobacterium
tuberculosis with lower in vivo toxicity. Reprinted from ref. 76. Copyright (2016) with permission from Elsevier.

which can have efficient ROS scavenging activity, heat gene-
ration, and long excitation wavelengths, can effectively target
and penetrate the diseased site of the lungs.”” A carboxymethyl
chitosan nanogel cross-linked with genipin yielded long-term
release of loaded isoniazid and rifampin, both anti-TB drugs,
with a concentration of up to 60% in the lungs and displayed a
secondary antibacterial effect.”® A similar drug release pattern
and antibacterial properties were seen from poly(methacrylic
acid) nanogel loaded with rifampin and isoniazid when treat-
ing intestinal TB, including slighter cytotoxicity than when
administering the drugs freely.”® These findings shed light on
the ability of nanogels to treat not only several diseases but the
same disease manifesting in different tissues with varying
microenvironments, emphasizing the diverse and efficient role
of the nanomaterial. Ultimately, the ability of nano gels to
deliver drugs precisely and incredibly concentrated with lower
doses than free drugs, may guarantee advantages over existing
therapeutics that lead to the above-stated resistant strains,
which critically hamper disease control and have led to the
poor efficacy of TB vaccinations in adults.”* With the inability
of treatments to effectively penetrate alveolar macrophages®
and pulmonary barriers for targeted drug delivery, nanogels
may prove beneficial in this regard, with electrostatic solid
interactions and increased residence time in mucosal surfaces
present in the lungs®"®* as well as access to alveolar macro-
phages due to size and modification of physiochemical
parameters.®

6. Nanogels for anti-viral
applications

Over the decades, infectious disease management has been a
global challenge for healthcare workers. Continuous efforts
have been made to protect and promote human health from
the global threat caused by pandemics.®**> The pandemic
caused due to viral infections is the most hazardous and a
global burden. Most importantly, the recent outbreak caused
by COVID-19 has alarmed researchers worldwide to intesify
work on viral diseases.®® In this context, nanomedicine has

6012 | Biomater. Sci, 2024, 12, 6006-6018

put forward indispensable technologies for medicine that
address precision in therapeutics, offer rapid nano-based
testing tools, and targeted interventions for better and large-
scale disease management.®”®® Nanogels are deployed to
manage severe limitations such as poor lymph node targeting
and SARS-CoV-2 spike protein (S-RBD) uptake by antigen-pre-
senting cells, which prevents effective immune responses. A
reversible nanogel (S-RBD-NG) was designed with S-RBD
protein, which can act as a pro-antigen with enhanced target-
ing ability for lymph nodes, dendritic cells, and macrophage
accumulations.’® A recent study demonstrated the inhibitory
effect of poly(N-vinyl caprolactam) nanogels against HIV-1
infection. These nanogels inhibit viral replication in TZM.bl
target cells.”’ The current emphasis is to develop broad-spec-
trum anti-viral agents, which will complement strategies invol-
ving targeted therapies and can be deployed when an infec-
tious pandemic arises.’® In recent years, nanogel-based thera-
peutics have shown great potential in drug delivery and
imaging applications.>»*®* Due to the mandatory parasitic
nature, viruses use host cell machinery, making anti-viral strat-
egies more challenging. Non-toxic approaches with minor side
effects, a simple dosing schedule, and minimal drug resis-
tance are required. Our group has shown that an autofluores-
cent nanogel can act as a pre-exposure prophylaxis agent
(PrEP) against HIV.”"%° These studies can have a global impact
as they are designed using non-toxic, organic materials and
straightforward techniques. Thus, nanogels are promising
future candidates for anti-viral applications.®®*”

7. Nanogels for cancer therapy

Cancer treatments have advanced for patients preferring thera-
pies with negligible side effects. Existing chemotherapeutic
agents and current radiation therapies are limited by chal-
lenges such as non-selectivity, causing damage to healthy
tissues and resulting in severe side effects, poor treatment out-
comes, and increased mortality rates in cancer patients.’®
Nanogels have high stability and drug encapsulation
efficiency. These nanocarriers can potentially deliver the drug

This journal is © The Royal Society of Chemistry 2024
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directly to the tumor site. Natural biopolymer-based micro/
nanogel systems have a structural resemblance to human
tissues, biocompatibility, biodegradability, and stability
characteristics. Micro/nano gel technology possesses the
potential to address the pitfalls of existing therapies due to
their improved permeation and high cellular uptake, thus
minimizing the toxicity to healthy cells.”® Additionally, the
drug-releasing response of nanogels to external stimuli con-
tributes to their massive potential for cancer therapy.'’® pH-
responsive nanogels use a pH gradient between the tumor
tissue microenvironment and normal tissues to release the
anti-cancer drug at the tumor site.® An interesting study
showed that injectable immunotherapeutic nanogel could
reshape the tumor microenvironment, preventing metastasis
and recurrence. It was discovered that pre-exposure to nano-
particles before treatment with a lower radiation dose resulted
in significant inhibition of distant tumors compared to lower
dose radiation alone, which only minimally inhibited the
primary tumor. When antibody anti-CTLA-4 was loaded onto
the nanogel in a mouse model, total tumor growth suppres-
sion was seen in 40% of the mice. A significantly higher popu-
lation of CD8+ and CD4+ T cells was also seen in this group.'”!
This study also demonstrated that immunomodulatory drugs’
local and extended release of over one week from the nanogel
could deplete the immunosuppressive cells. With the chal-

PEGylated LI-NG-

CDs

Injectio/

X

Breast cancer
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lenges of drugs accessing the brain because of the BBB,
cancers like glioblastoma are difficult to treat. However, phos-
phorylcholine nanogels have been shown to effectively pass
through the BBB given their similarities to the cell membrane,
assuring their long-term accumulation in glioblastoma tissue
and inhibiting malignant cells with minimal side effects.'*>
These materials offer a promising future with significantly
extended survival rates for patients presenting distal tumor
growth.'® Ultimately, these are efficient nanocarriers to target
malignant cells and can degrade in safe by-products. Perhaps
one of the most explored functions of nanogels in cancer treat-
ment is its ability to improve tumor imaging, allowing for
more precise therapy. Here, insulin nanogels with creatinine-
functionalized carbon dots, PEGylation, and Herceptin were
synthesized for the treatment of HER2-positive breast cancer,
revealing successful uptake of the nanogel by cancer cells,
increased apoptotic levels, and tumor growth inhibition
demonstrated with in vivo mouse models. Moreover, the
nanogel showed fluorescence, which allowed for tracking of
treatment and disease progress, emphasizing its role as a
potential theranostic tool (Fig. 5).'**

Similarly, PEGylated nanogels containing gold nano-
particles (AuNPs) are being explored for photothermal cancer
therapy as researchers found the heat generation feature from
AuNPs helpful in selective and non-invasive cancer photother-

.o~

HER-LI-NG-CDs nanocomposite

Fig. 5 A multifunctional bioresponsive and fluorescence active nanogel composite for breast cancer therapy and bioimaging. Copyright under

Creative Commons Attribution 4.0 from ref. 104.
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mal therapy, significantly sparing healthy cells.'®
Thermoresponsive nanogels are also being developed for
multimodal photoacoustic imaging and combinational photo-
thermal therapy. Polymer polypyrrole (PPY) based nanogels
have shown long-term stability and water dispersibility, which
ensures the proper distribution of the nanogels within the
body, which is crucial for consistent therapeutic availability.
With their excellent photothermal transducing ability, nano-
gels can absorb light across specific wavelengths that selec-
tively damage cells by tuning the light source parameters. This
means that nanogels could be selectively activated in target
tissues. Furthermore, such an advantage opens the way to per-
sonalized treatment plans, as therapies can be adjusted
depending on the needs of each patient.'°® Similarly, these
play an essential role in photoacoustic imaging, where locally
absorbed light converts into heat for acoustic wave-based
imaging with significantly higher contrast. The ability of the
nanogel to provide images with higher contrast facilitates the
differentiation between healthy and diseased tissues for a
more precise analysis. Together, these can allow for a more
accurate detection of tumors."”’

8. A perspective on recent research
trends

It is evident that nanogels possess unique features to be func-
tionalized and are highly biocompatible with the human
microenvironment. The stability of nanogels is the most criti-
cal parameter, allowing prolonged and sustained drug release.
A more exciting hybrid that recently gained attention is the
exosome hybrid. Nanogels can act as excellent carriers for exo-
somes to cells in intact state. Exosomes contain miRNA inside
them, released from diseased cells, and can be used as a bio-
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Fig. 6
from ref. 113. Copyright (2023) with permission from Elsevier.
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marker for various diseases. Thus, functional exosomes can be
delivered inside the cells using nanogels and have a high
potential in therapeutics with better efficacy.'®® Advancements
include the development of magnetic nanogels and exosome
hybrids that can be magnetically navigated for intracellular
delivery, enabling precise targeting of tumors and minimizing
damage to healthy tissue.'%

Vascular embolization, commonly used to block tumor-
feeding vessels, is challenged by poor intraoperative imaging,
which may result in vessel recanalization. A thermosensitive
poly(N-isopropyl acrylamide)-co-acrylic acid (NIPAM-co-AA)
nanogel was tested in vivo as a real-time imaging embolization
material and proved to avoid mis-embolization and eventual
recanalization.'*°

Gene editing therapy utilizing a nanogel system is a new
emerging technology with valuable prospects. A fascinating
study explored anion-cationic nanogel in which DNA chains
were grafted onto polycaprolactone and cross-linked via
nucleic acid hybridization technique with DNA linkers.
Loading the single guide RNA and Cas9 protein complex
(Cas9/sgRNA) onto the nanogel provided a protective delivery
method for the gene editing system as it showed stability
against enzymatic digestion. Furthermore, the tool is also able
to yield higher cellular uptake.''* One of the main challenges
in gene editing technology lies in off-target effects. Targeting
the incorrect region of a gene may result in the disruption of
genes essential to humans, leading to the loss of vital func-
tions. With the precision that nanogels have proved to possess
in various studies, gene editing specificity may be achieved,
highlighting the importance of the biomaterial being pursued
in this regard.""* Features like injectability and self-strengthen-
ing enable the sustained release of genes like antagomir-21
(Fig. 6). These reduce local inflammation and play an essential
role in maintaining extracellular matrix (ECM) metabolic
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Illustration of the design of hydrogels, along with their mechanisms which promote intervertebral disc degeneration (IDD) repair. Reprinted
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balance and restoring tissue function, while simultaneously
promoting intervertebral disc degeneration (IDD) repair.'*® It
is likely that the substitution of viral vectors for nanogels for
the application of gene therapy and vaccinations may be the
response to the immunogenicity concerns of carriers like ade-
novirus. The attractive concept of a non-viral vector with poten-
tially high efficacy might lead to the amenability of patients to
take necessary vaccines, overcoming the hesitance and often
resistance from individuals raising concerns about introducing
avirus to the body."***'*?

The wound-healing aspect of nanogels has a huge transla-
tional application. 3D bioprinting, one of the newer techno-
logical advances, has been explored for its tissue engineering
capabilities and the advantages it may bring for patients
requiring organ transplants, including skin grafts. However,
limitations are posed by the materials, referred to as bioink,
used to create the 3D models, as these need to be carefully
chosen to provide appropriate mechanical strength and
durable functionality. A peptide nanogel with a self-assem-
bling sequence forming 3D nanofibrous networks demon-
strated that dermal and epidermal cells, fibroblasts, and kera-
tinocytes proliferated effectively within the scaffold and were
mitotically active. Moreover, a vascularized skin co-culture was
successfully produced from the scaffold.'*®

9. Challenges and solutions in
nanogel technology: overcoming
limitations for advanced biomedical
applications

The advent of a safe and stable nanogel system must be
explored further to address the challenges and limitations of
current medicine. However, though nanotechnology holds
great promise, many challenges remain to guarantee its appli-
cation in a clinical setting, such as optimal biocompatibility
and low toxicity profile. A careful selection and modification of
techniques should be employed to enhance the properties of
the nanogels. For instance, zwitterionic hydrogels formed
using phosphorylcholine and sulfobetaine can mimic the cel-
lular membrane and reduce nonspecific protein adsorption,
ensuring that the nanogels are not aggregated and retain their
functionality in the biological fluids, enhancing their compat-
ibility with the body.'” Similarly, the biodegradability of nano-
gels is of concern when considering their clinical translation.
Recently, various cross-linking methods have been tested for
this purpose. An example is the incorporation of cleavable lin-
kages which allows the hydrogel to undergo biodegradation at
the pH of the cellular environment or under specific enzymatic
activities. Once the specific targeted therapy is completed, the
linkages in the nanogels are degraded under specific environ-
ments to minimize the toxicity. The introduction of cleavable
sites allows for the degradation of the nanogel system into
smaller, non-toxic fragments for safe clearance,""® a crucial
aspect of nanomedicine since the extended presence of nano-
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gels may lead to accumulation in body tissues and trigger
inflammatory responses. In this regard, the clearance pathway
of nanogels needs to be evaluated in detail. For instance, a par-
ticle size limitation exists for renal clearance. Particles with
size larger than 8 nm face challenges in being filtered properly
throughglomerular  capillaries. ~ Furthermore, positively
charged particles have demonstrated to have a more rapid fil-
tration rate than their counterparts, which results from the
attraction with the negatively charged groups, namely glycosa-
minoglycans, and proteoglycans, on the glomerular basement
membrane.'’®"?® The materials used for nanogel synthesis
should be considered carefully, as these may activate immune
responses, leading to complications such as tissue damage or
systemic toxicities.'*" Additionally, nanogels may undergo
alterations in their physical or chemical compositions due to
storage, which can result in reduced therapeutic efficacy.
Hence, techniques that can improve the shelf-life of nanogels
have been gaining much attention in recent years.
Lyophilization of nanogels, for instance, has been shown to
optimize the stability of nanogels long-term by removing
excess water from the nanogel, which could otherwise lead to
microbial growth or degradation by hydrolysis or
oxidation.'?*'?3 Similarly, the reproducibility of nanogels and
their scalability may also raise concerns about their prolonged
clinical use. A homogeneous dispersion of colloidal lignin par-
ticles (CLPs) was continuously formed using static mixers,
resulting in high CLP yields of up to 95%, highlighting its
industrial application.”* Research on nanotechnological
applications for medicine has greatly advanced, and the deliv-
ery of the nanogels into the body in a safe and efficient
manner should continue to be pursued.
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