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It is currently understood that osteoarthritis (OA) is a major chronic inflammatory musculoskeletal
disease. While this disease has long been attributed to biomechanical trauma, recent evidence estab-
lishes a significant correlation between osteoarthritic progression and unbridled oxidative stress,
responsible for prolonged inflammation. Research describes this as a disturbance in the balanced pro-
duction of reactive oxygen species (ROS) and antioxidant defenses, generating macromolecular damage
and disrupted redox signaling and control. Since ROS pathways are being considered new targets for OA
treatment, the development of antioxidant therapy to counteract exacerbated oxidative stress is being
continuously researched and enhanced in order to fortify the cellular defenses. Experiments with
glutathione and its precursor molecule, N-acetylcysteine (NAC), have shown interesting results in the
literature for the management of OA, where they have demonstrated efficacy in reducing cartilage
degradation and inflammation markers as well as significant improvements in pain and functional
outcomes. Glutathione remains a safe, effective and overall cheap treatment alternative in comparison to
other current therapeutic solutions and, for these reasons, it may prove to be comparably superior under
particular circumstances.
Methods: Literature was reviewed using PubMed and Google Scholar in order to bring up significant
evidence and illustrate the defensive mechanisms of antioxidant compounds against oxidative damage in
the onset of musculoskeletal diseases. The investigation included a combination of keywords such as:
oxidative stress, oxidative damage, inflammation, osteoarthritis, antioxidant, glutathione, n-acetylcys-
teine, redox, and cell signaling.
Conclusion: Based on the numerous studies included in this literature review, glutathione and its pre-
cursor N-acetylcysteine have demonstrated significant protective effects in events of prolonged, exac-
erbated oxidative stress as seen in chronic inflammatory musculoskeletal disorders such as
osteoarthritis.

© 2020 Delhi Orthopedic Association. All rights reserved.
a Cartilagem, The Bone and
6 e 2nd floor, Room #29 e

il.
etti), mglarab@hotmail.com
tos), natasha.alkass@outlook.
drade), josefabiolana@gmail.

rights reserved.
1. Introduction

Osteoarthritis (OA) is a major painful chronic joint disease
affecting various anatomical sites including the hip, knee and hand,
being responsible for loss of function and disability in adults.1,2 This
complex multifactorial orthopedic condition, commonly attributed
to aging and obesity, is known to affect more than one-third of the
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elderly population above the age of 65 and has doubled in preva-
lence since the mid-20th century.3,4

It is well characterized by morphological, biomechanical and
biochemical alterations in the microenvironment which ultimately
result in detrimental effects. Commonly observed features include:
progressive catabolism of articular cartilage, subchondral bone
sclerosis, and formation of osteophytes and subchondral cysts.
Furthermore, there is also degeneration of ligaments andmenisci of
the knee, as well as overall inflammation and hypertrophy of the
joint capsule.4 OA is amultifactorial disorder and its pathogenesis is
influenced by several intrinsic and extrinsic factors which may
activate signaling of molecular pathways associated with articular
injury.5

Prescription of ordinary therapeutics such as corticosteroids for
the temporary alleviation of pain is one of the common manage-
ment strategies. However, this alternative does not reverse the
progression of OA. Actually, the prolonged administration of these
pharmacological compounds may generate additional complica-
tions, bringing undesirable side effects upon the patient.1 OA
pathogenesis appears to be closely linked to exasperated oxidative
stress and the overproduction of reactive oxygen species (ROS).
These are known to be involved in biological events such as cell
signaling, chondrocyte senescence and apoptosis, extracellular
matrix (ECM) synthesis and degradation as well as synovial
inflammation and dysfunction of the subchondral bone,6 as illus-
trated by Fig. 1. Indeed, previous studies have concluded that OA
progression is significantly attributed to oxidative stress and
ROS.7e11 Taking that into consideration, evidence supporting the
administration of antioxidants to mitigate OA aggressiveness is
slowly beginning to rise, yet additional clarification of their pro-
tective mechanisms in joint tissues is still desirable in order to
further reveal potential benefit to patients.

Therefore, this review aims to evaluate the effects of glutathione
and the potential benefits it may provide against exacerbated
oxidative stress in osteoarthritis.
Fig. 1. The deleterious effects of the
2. Oxidative stress in OA pathophysiology

It has long been suggested that OA arises from a cluster of
multiple factors including genetic predisposition, obesity, trauma,
aging and even the presence of other systemic diseases.12 It is un-
derstood that OA is a disease affecting the entire joint compartment
and previous investigations suggest that the degenerative process
is given in two stages. Firstly, in the biosynthetic phase, local
chondrocytes repeatedly attempt to repair damaged ECM. Sec-
ondly, in the degradative phase, increased catabolic enzyme ac-
tivity results in matrix digestion and subsequent matrix synthesis
inhibition.4 The combination of unresolved biomechanical and
biochemical stress promotes secondary alterations which lead to a
predominant catabolic microenvironment. Collectively, these bio-
logical processes lead to erosion of cartilage as well as lesions of the
subchondral bone and peripheral structures, all of which aggravate
physical pain and debilitation.13

More recently, researchers found a significant correlation be-
tween OA progression and oxidative stress. This has been described
as a disturbance in the balanced production of ROS and antioxidant
defenses, generating macromolecular damage and disrupted redox
signaling and control.14 ROS are unstable oxygen-containing mol-
ecules that easily react with other molecules in a cell due to the
presence of one or more unpaired electrons (free radicals) or the
absence of unpaired electrons. Either way, both are reactive enough
to the point of conversion into ROS (non-radical).7 Well known
examples of radical ROS include nitric oxide (NO), superoxide, and
hydroxyl (OH) groups, whilst non-radical ROS encompasses mole-
cules such as ozone, peroxide, hydroxide and peroxynitrite.7 These
reactive molecules are mainly produced by the mitochondria
through oxidative phosphorylation,15 which also produce other
intracellular ROS such as nicotinamide adenine dinucleotide
phosphate (NADPH) oxidase, the main source of ROS in phagocytes,
for example. Stimulation of phagocytes triggers migration of cyto-
solic components towards the internal compartment of plasma
membrane, forming an active enzyme complex with NADPH oxi-
dase activity.16
exacerbated production of ROS.
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In order to defend itself from the disruptive nature of ROS, the
organism relies on endogenous ROS scavengers such as gluta-
thione, for example. These antioxidant molecules react and scav-
enge the atomically unstable molecules, protecting the intracellular
redox milieu.17 While ROS are immediately associated with
inflammation and degradation, it is worthy to note that they are a
“necessary evil” because they play an essential role in natural redox
signaling for the maintenance of physiological functions.18,19 ROS
have long been recognized as signaling molecules that regulate a
wide variety of physiological processes. It has been shown that
hydrogen peroxide (H2O2), for example, is required for cytokine,
insulin, growth factor, AP-1, and NF-kB signaling.19 In addition,
other reports have also demonstrated that H2O2 is able to promote
phosphatase inactivation by cysteine oxidation, serving as a
feasible biochemical mechanism by which ROS can affect signaling
pathways.20 In current redox biology concepts, low levels of ROS
trigger the activation of signaling pathways, initiating various
biological events. Conversely, oxidative stress is attributed to
unbridled production of ROS, surpassing the amount of antioxidant
defenses and aggravating damage to cells, proteins, lipids and
DNA,18 a process which is also indicated by Fig. 2. In this sense, it
appears that the delicate equilibrium in redox biologymight dictate
the shift towards physiological or pathological conditions.

Relating back to osteoarthritic progression, ROS assumes a
pivotal role in its pathogenesis since it becomes partially respon-
sible for cartilage destruction and chronic inflammation. Under
prolonged oxidative stress, the cartilaginous tissue synthesizes
large amounts of proteolytic enzymes, which in turn favors the shift
towards catabolic reactions.21 Additionally, there is also concern
with the involvement of the NO free radical in OA. Nitric oxide
ultimately leads to the formation of RNS (reactive nitrogen species)
which is known to cause mitochondrial damage and is therefore
suggested to be a critical agent in chondrocyte function and
apoptosis.22 Furthermore, NOmay also harm nuclear DNA and ECM,
a process which appears to be regulated by NO synthase (NOS). The
inducible isoform of this enzyme is present in osteoarthritic carti-
lage and appears to be induced as response to proinflammatory
stimuli in macrophages as a defensive mechanism through its
Fig. 2. Oxidative versus antioxidati
oxidative potential.23,24

The synovial space is another site that is greatly affected by ROS
in the onset of OA. Synoviocytes produce synovial fluid, which
functions as a natural biological lubricant and a biochemical pool
that allows nutrients and regulatory cytokines to traverse between
the joint, thus bearing benevolent properties.25 The primary func-
tion of synoviocytes is to continuously secrete high-molar-mass
hyaluronans (HA) into the synovial fluid. In the joint, hyaluronans
display vital roles associated with transport of nutrients and pro-
tection of cartilage since they have been found to promote an active
anti-inflammatory effect.25,26 Inflammation mediated by oxidative
stress increases the rate of hyaluronan degradation, thereby
contributing to the development of several joint disorders, namely,
osteoarthritis.25
3. Current therapeutic alternatives for OA

The management of OA still remains a challenge since its
pathophysiology proves to be a complex process. Currently, the
disease may be approached either pharmacologically or non-
pharmacologically. Some examples of popular non-
pharmacological strategies include physical therapy and educa-
tion, exercise, weight loss, physical aids, genicular nerve radio-
frequency ablation and, in more severe cases, surgical joint
replacement.27e29 Pharmacological alternatives, on the other hand,
only bring temporary alleviation of pain but do not protect the
microenvironment from the detrimental conditions.1 A usual
strategy is to apply a combination of drugs at different stages of OA
with the sole objective of blocking the inflammatory processes.
Non-steroidal anti-inflammatory drugs (NSAIDs), analgesics and
steroid drugs, for example, are commonly indicated for this pur-
pose.30,31 The administration of NSAIDs is particularly concerning
because, although they effectively mitigate pain associated with
severe cases of OA, their use is known to be associated with
potentially serious dose-dependent gastrointestinal (GI) compli-
cations, such as upper GI bleeding.31

Given these complicated circumstances, there is a great need for
suitable interventional therapies capable of counteracting the
ve fate: a cellular perspective.
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degenerative joint microenvironment safely and efficaciously.32

This, in turn, would alleviate pain and improve the patient’s qual-
ity of life. Since ROS pathways are being considered new targets for
OA treatment, the development of antioxidant therapy to coun-
teract exacerbated oxidative stress is being continuously
researched and enhanced in order to fortify the cellular defenses.

Dietary supplementation of natural antioxidant compounds
derived from plants has been much discussed in the literature. For
instance, the inclusion of vegetable extracts such as curcumin has
shown the potential to increase the amount of serum glutathione in
human osteoarthritic knees.33

Despite known therapeutic effects of these natural chemicals
found in plants, there are certain inconveniences. Most of them
happen to be unstable and susceptible to degradation or oxidation,
while others prove to be of poor water solubility which therefore
implies poor bioavailability to act on the target site.34,35 Research
has indicated that gender may also influence pharmacokinetics of
certain compounds to some extent.36 Other biologically active
components may be highly soluble in water or possess high mo-
lecular weights, which also hinders absorption since they are un-
able to cross lipid membranes.30 In addition to that, there is yet
another molecular challenge. It should be noted that articular
cartilage is an avascular structure and relatively acellular with a
dense and highly charged ECM,37 which also contributes to the
difficult delivery of bioactive components into the target site. For
these reasons, their potential becomes quite limited. Systemic
administration of high doses of antiarthritic drugs may then be
required in order to promote intended effects in the target tissues
that are already facing advanced deterioration.

In light of this, clinicians and health practitioners may resort to a
more idealistic treatment of OA, relying on the direct and easy
introduction of antioxidant molecules into the synovial capsule,
envisaging long term effects.38 This is where intra-articular delivery
methods arise as a suitable alternative, given the localized nature of
OA. Logically, local administration of antioxidant agents into the
target site may be comparably superior, especially considering the
increase in bioavailability and accurate targeting of the joint,
bypassing the pharmacokinetic challenges and reducing exposure
to inappropriate sites.39e41 However, the molecules are still sus-
ceptible to the rapid clearance from the synovial cavity and reduced
tissular penetration.42 In order to amend such inconvenience,
increasing the frequency of injections may prove to be an intelli-
gent strategy to ensure a sustained delivery of therapeutic agents.

4. Glutathione protective mechanisms

Recently, studies have further demonstrated the negative effects
of oxidative stress and impaired redox signaling in the onset of OA,
aggravating significant oxidative damage of cellular structures and
vital molecules in cartilage as well as other tissues.43e45 Evidence
supporting glutathione as a suitable candidate for oxidative stress
resistance is gradually being accumulated. Previous studies have
already illustrated some of its protective roles in organisms by
lowering levels of oxidative stress and oxidant damage.46e49

This section will describe glutathione in more detail and will
also shed light on its mechanisms of action.

Glutathione (GSH) is a tripeptide antioxidant composed of three
amino acids - cysteine, glycine, and glutamate. It is released in two
forms: reduced glutathione (GSH) and oxidized glutathione
(GSSG).50 The tripeptide g-l-glutamyl-l-cysteinyl-glycine (GSH) is
the most abundant, low-molecular weight thiol-containing peptide
found in most living cells, from simple prokaryotes to more com-
plex, eukaryotic organisms.51,52 It is synthesized from three amino
acids in two ATP-dependent steps: formation of g-glutamylcysteine
from glutamate and cysteine, followed by the subsequent
formation of GSH from g-glutamylcysteine and glycine.53 GSH plays
a critical role in protecting cells from oxidative damage and toxicity
of xenobiotic electrophiles, therefore establishing a redox equilib-
rium.50 The thiol group acts as a proton donor and is responsible for
the biological activity of GSH.54 Furthermore, GSH has also been
found to be a key determinant of important biologic processes such
as cell proliferation, apoptosis, immune function and
fibrogenesis.53

4.1. Antioxidant mechanisms

The antioxidant property of GSH is mostly attributed to GSH
peroxidase-catalyzed reactions, where hydrogen peroxide and lipid
peroxide are reduced while GSH is oxidized to GSSG. GSSG is then
reduced back to GSH by GSSG reductase via the utilization of
nicotinamide adenine dinucleotide phosphate (NADPH), estab-
lishing a redox cycle.55 This makes GSH a vital agent in shielding
mitochondria from both physiologically and pathologically gener-
ated oxidative stress.56 It is important to note that the intracellular
redox potential is largely determined by the GSH:GSSG ratio and
oxidative stress overcomes the ability of the cell to reduce GSSG to
GSH. Therefore, to prevent a significant shift in the redox equilib-
rium, GSSG can either be actively exported out of the cell or react
with a protein sulfhydryl group, which leads to the formation of a
mixed disulfide.55 This is how severe oxidative stress can deplete
the cellular reserve of GSH, which would facilitate the progression
of certain disorders associated with aging.

4.2. Redox signaling

GSH regulates redox signaling in cells by modifying the oxida-
tion state of cysteine residues.57 GSH can bind to sulfhydryl groups
of protein cysteinyl residues by a reversible process called gluta-
thionylation. This generates glutathionylated proteins, which can
activate or inactive the protein57. This mechanism is a rather
beneficial strategy since it protects sensitive thiols which would be
exposed to irreversible oxidation. Additionally, this may also pre-
vent the loss of GSH under oxidative stress. To reverse gluta-
thionylation, glutaredoxin and sulfiredoxin-catalyzed reactions
occur, using GSH as a reductant.58 Numerous signaling molecules
and transcription factors, for instance, contain redox-sensitive
cysteine residues and undergo reversible oxidative modifications
once they are stimulated by growth factors or oxidants.59e62 The
reversible oxidative modifications of cysteine residues imply an
important mechanism whereby ROS and RNS can readily interact
with these molecules, dictating protein function and cell signaling
that can be regulated by GSH.58

4.3. Cellular growth and death

The increased level of GSHhas been associatedwith proliferative
responses and is known to be essential for cell cycle progression in
eukaryotic cells.63 The key role of GSH inDNA synthesis is attributed
to the maintenance of reduced glutaredoxin or thioredoxin, which
are required for the proper function of ribonucleotide reductase, the
rate-limiting enzyme in DNA synthesis.53 Additionally, the GSH
redox status can influence the expression and activity of certain
factors which are critical for the progression of the cell cycle. To
elaborate, GSH co-localizes to the nucleus in proliferative events,
which indicates that, via redox changes, it can affect the activity of
many nuclear proteins, especially histones.63,64 These observations
suggest that a reducing condition in the nucleus proves to be
essential inmaintaininga stable cell cycle, especially considering the
fact that oxidative stress harms lipids, proteins and DNA.18,43e45

Glutathione is also known to regulate the death of cells. Apoptosis
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(chromatin condensation, fragmentation and internucleosomal
DNA cleavage) and necrosis (rupture or fragmentation of the plasma
membrane and ATP depletion) can coexist and share common
pathways. Both types of cell death canbe regulatedbyGSHandshare
the involvement of mitochondria.65,66 The levels of GSH can influ-
ence the expression of caspases and signaling molecules that regu-
late cell death.67 To elaborate, the levels of GSH fall during apoptotic
events in many cell types as a consequence of ROS, enhanced GSH
efflux and decreased glutamate-cysteine ligase (GCL) activity.68

Considering an apoptotic event, GSH efflux seems to be a logical
and important mechanism to avoid the regular protective role of
GSH, ensuring that the programmed cell death proceeds as inten-
ded.67 On the other hand, if GSH levels are dramatically lowered,
apoptosis may shift towards necrosis, indicating that elevated ROS
levels may then disrupt the standard cellular process. Critical
depletion of GSH in mitochondria culminates in increased levels of
ROS and RNS, mitochondrial dysfunction and subsequent ATP
depletion, which are responsible for the shift from apoptosis to-
wards necrosis and, therefore, inflammation.66

5. The role of glutathione in osteoarthritis

The intra-articular administration of viscosupplements into
diseased joints has demonstrated alleviation of OA symptoms.54

Hyaluronic acid (HA), for example, is commonly used as a treat-
ment alternative due to its ability to restore viscoelastic properties
of joints with satisfactory results in the early stages of the dis-
ease.69,70 HA is a major component present in synovial fluid and its
main function is to provide lubrication and absorb shock from
physical impacts.71 Additionally, this component also promotes an
increase in the synthesis of vital biomolecules such as sulfated
glycosaminoglycan (GAG), hydroxyproline, chondroitin-6-sulfate
as well as a boost in the deposition type II collagen in chon-
drocytes.72 Chondrocytes, fibroblast-like synoviocytes and infil-
trating leukocytes are acknowledged as key players in the
pathogenesis of OA. Chondrocytes, more specifically, produce cy-
tokines that promote autocrine effects, inducing synthesis of
catabolic enzymes and inflammatory mediators, for instance73

According to reports, inflammatory cytokines interleukin-1 beta
(IL-1b) and tumor necrosis factor-alpha (TNF-a) disrupt cartilage
homeostasis and promote degenerative alterations due to the
catabolic effects of secreted matrix metalloproteinases (MMPs)
which digest cartilage matrix.73 Mitochondria, once again, become
fragile targets in the pathogenesis of OA. IL-1b and TNF-a cause
damage to mitochondrial DNA, decreased energy production and
mitochondrial transcription, therefore triggering apoptosis in
chondrocytes.74 Furthermore, ROS and RNS are also major culprits
in the progression of OA, as previously introduced. In addition to
attacking proteins, lipids, nucleic acids and matrix components,
these pro-oxidative agents also serve as intracellular signaling
molecules that escalate the inflammatory response in osteoarthritic
joints.7,75,76 Elaborating further, in the synovial capsule these oxi-
dants coordinate synergistic effects on chondrocytes because they
initiate inflammatory reactions which dysregulate the ECM turn-
over, ultimately destroying cartilage.77

Since OA is in great part an oxidative stress disease, the anti-
oxidant levels of OA patients tend to decrease in the synovial fluid,
eventually.10 This is a particularly noteworthy hallmark because
GSH depletion is reflective of a decrease in the synthesis of pro-
teoglycan and type II collagen in chondrocytes.54 Furthermore, the
enzymes responsible for GSH transformation have their activities
increased in the progression of OA.76

To circumvent these complicated set of conditions, many re-
searchers have experimented with joint viscosupplementation and
evaluated various effects.
A study conducted by Yang KC54 aimed to investigate the effects
of GSH administration to HA on FLS retrieved from OA patients. At
first glance, cell morphology and GAG production suffered no
alteration under treatment and, interestingly, the HA þ 20% GSH
group showed a significant decrease in cell survival in comparison
to other groups. Naturally, IL-1b stimulation promoted expressive
decreases in the total antioxidant capacity of cells. At the lowest
concentration (HA þ 5% GSH), antioxidant capacity was restored
and intracellular ROS/RNS was decreased. Real-time PCR analysis
revealed that in HA or HA þ GSH cell cultures, mRNA levels of in-
flammatory markers (cytokines and catabolic enzymes) were
significantly down-regulated. It would appear that GSH greatly
enhances the antioxidant potential and attenuates pro-
inflammatory expression in osteoarthritic samples when com-
bined with HA in low concentrations.

N-acetylcysteine (NAC), a glutathione precursor, is another
suitable interventional alternative discussed in the literature. This
precursor molecule can scavenge ROS in both direct and indirect
manners by penetrating the cell membrane and reacting with
glutamic acid and glycine to form glutathione, intracellularly.6 A
previous in vivo study78 aimed to evaluate the effects of NAC in a
murine experimental model of osteoarthritis. Nakagawa et al.
extracted and isolated rat chondrocytes and administered sodium
nitroprusside dehydrate (SNP), producing NO and therefore pro-
moting apoptosis. The cells were then treated with various con-
centrations of NAC (0e2 mM) in order to determine the nature of
the results. After running multiple biochemical assays, the authors
learned that NAC was able to prevent NO-induced apoptosis,
overproduction of ROS, p53 up-regulation and caspase-3 activation.
Additionally, the authors report that the protective effects of NAC
are significantly impeded by buthionine sulfoximine, a glutathione
synthetase inhibitor. This also indicates that the ability of NAC to
prevent apoptosis is heavily dependent upon glutathione avail-
ability. In this particular setting, NAC yielded optimistic results in
preventing chondrocyte apoptosis and cartilage degeneration. On a
side note, it appears that NAC diffuses rather quickly into joint
tissue following in vivo administration. Designing drug delivery
systems for sustained release of bioactive compounds in order to
reduce the number of injections may therefore prove to be a
strategy of great benefit to clinicians.78

Additional investigations further reinforced the protective roles
of NAC in inflammatory conditions. This antioxidant also appears to
suppress the deleterious effects of other pro-oxidant agents such as
oxidized low-density lipoprotein (Ox-LDL) and hydrogen peroxide
(H2O2) on collagen type X expression, which is linked to
hypertrophy-like changes in chondrocytes.79 NAC administration
can block the hypertrophic differentiation of articular chondrocytes
triggered by H2O2 and Ox-LDL-mediated upregulation of Runx2,
one of the genes that contribute to OA pathogenesis via promotion
of chondrocyte hypertrophy and matrix breakdown.80 In cartilage
and synovia derived from human OA patients, NAC may reduce the
secretion of PGE2 and the expression of COX-2 and MMP-13 protein
in synoviocytes stimulated by IL-1b.81 In stimulated chondrocytes,
however, NAC does not appear to significantly affect the synthesis
of the aforementioned inflammatory mediators, indicating that this
supplement might display a more symptomatic effect on the
synovium instead of a structural effect on cartilage.81

A recent pilot study,82 however, aimed to establish the relative
effectiveness of intra-articular injection of NAC and HA on pain,
function and cartilage degradation markers in individuals suffering
from mild to moderate knee OA. Ozcamdalli and colleagues
recruited 20 patients who were diagnosed with Kellgren-Lawrence
grade 2e3 knee OA, randomly allocating the participants to the HA
or NAC treatment groups to receive 3 mL single shots of either HA
or NAC. Functional status and pain were recorded before and after
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the treatment administration, based on the Western Ontario and
McMaster Universities Arthritis Index (WOMAC) and the visual
analogue scale (VAS) scores. Inflammatory marker concentrations
were recorded pre- and post-treatment as well. After studying the
results, the authors learned that intra-articular injections of both
HA and NAC generated expressive reduction in cartilage degrada-
tion and inflammation markers. However, NAC decreased total
oxidant status concentration to a greater extent than HA, indicative
of the antioxidant capacity of NAC. Additionally, the glutathione
precursor appears to be more effective in reducing synovial fluid
degradation markers MMP-3, chondroitin-6-sulfate and cross-
linked C-terminal telopeptide of type II collagen. No effects on to-
tal antioxidant concentration were perceived in this particular
scenario. Regarding pain and functional improvements, significant
changes in both the VAS andWOMAC scores were identified in both
groups. Overall, NAC does seem to be effective in reducing some but
not all cartilage degradation and inflammation markers when
compared to HA, considering significant improvements in pain and
functional outcomes. However, due to the fact that NAC is compa-
rably cheaper than HA, it could provide a more financially intelli-
gent alternative in many cases.82

6. Conclusion

In this manuscript we discuss and shed light on the known
protective mechanisms of glutathione, shielding vital molecules
and cells from oxidative damage and stabilizing impaired redox
equilibrium. The recent demonstration of the importance of
oxidative stress in osteoarthritis places the use of intra-articular
antioxidants, namely glutathione and its precursor, as an impor-
tant interventional strategy for both joint preparation for biologic
therapies as well as a powerful ally in viscosupplementation.
Multiple studies have presented the numerous beneficial effects
and safety of the administration of glutathione for themanagement
of debilitating musculoskeletal disorders, especially OA. These ef-
fects include: reestablishment of the redox equilibrium; attenua-
tion of the exacerbated oxidative stress and inflammation, which is
harmful to cellular structures and biological components; and an
appropriate regulation of cellular growth and death. In addition to
being safe and effective, the administration of glutathione is
comparably cheaper to other alternatives, offering a financially
viable solution for many patients. There is still an insufficient
amount of publications specifically evaluating the effects of intra-
articular administration of antioxidants for the management of
human OA. As such, additional investigations are highly warranted
in order to further illustrate the potential benefits of the intra-
articular delivery of antioxidants in diseased joints.
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