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Abstract
Osteoarthritis (OA) is a common and debilitating joint illness characterized by cartilage deterioration, which causes
pain, stiffness, and decreased joint function. This review examines the pathophysiology of osteoarthritis and assesses
the efficacy of hyaluronic acid (HA) and glucosamine in treating the condition. Natural amino sugar glucosamine is
well-known for its ability to heal cartilage and for its anti-inflammatory properties. Hyaluronic acid (HA), an essential
part of synovial fluid, lubricates joints and lowers friction. We examine clinical data supporting these substances'
effectiveness, including how they affect joint function, pain management, and the course of disease. The review
addresses the mechanisms of action, efficacy, and limitations of both glucosamine and HA, as well as the synergistic
potential of combining the two. In addition, research initiatives for the future are delineated to augment
comprehension and utilization of these therapies. The purpose of this review is to offer a thorough summary of the
state of the field and to direct future research efforts aimed at OA management optimization.

Keywords: Osteoarthritis, Glucosamine, Hyaluronic Acid, Joint Pain, Cartilage Repair, Viscosupplementation,
Clinical Efficacy, Combination Therapy, Disease Management, Future Research

Introduction

The smooth, white tissue that covers the ends of
bones where they unite to form joints is called
articular cartilage, and it is largely affected by
osteoarthritis (OA), a chronic, degenerative joint
disease. This is the most prevalent type of
arthritis, impacting millions of individuals
globally.

The degeneration and eventual loss of joint
cartilage is a hallmark of osteoarthritis. When
cartilage degrades, bones may start to rub against
one another, causing discomfort, edema, and
limited movement.  Usually, this illness is
categorized as primary or secondary:

1. Primary Osteoarthritis: This type is linked
to age and the normal deterioration of joints
with time. Weight-bearing joints like the
spine, hips, and knees are frequently
impacted.

2. Secondary Osteoarthritis: This type is
brought on by an underlying cause, which
could be an obesity, genetics, joint injury, or
another disease that damages cartilage.[1,2]

Epidemiology of osteoarthritis

The most common type of arthritis is called
osteoarthritis (OA), which affects an estimated
500 million individuals worldwide, or roughly 7%

of the total population. Women are more likely
than men to have the illness, especially beyond
the age of 50. Around 32.5 million persons in the
US suffer from OA, with the knee being the most
often afflicted joint, accounting for about 14
million cases. Nearly 50% of those 65 years of
age and more have some type of OA, which is
more common as people age. Furthermore,
obesity adds a great deal to the burden of OA;
66% of obese people will certainly get
symptomatic knee OA at some point in their lives.
The annual cost of healthcare and lost
productivity linked to OA is projected to be about
$136 billion in the United States alone, indicating
the significant economic burden. The aging
population and rising obesity prevalence point to
future increases in the incidence and financial
burden of osteoarthritis (OA) in the next
decades.[3,4]

Etiology of osteoarthritis

Multiple variables contribute to the multifactorial
nature of osteoarthritis (OA). Genetic,
mechanical, biochemical, and environmental
factors all play a role in its etiology.[5,6]
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Category Factors
Genetic Factors Genetic Predisposition

Age Aging
Gender Sex Differences

Biomechanical Factors
Joint Overuse
Joint Injury

Obesity
Lifestyle Factors Physical Activity

Occupational Factors High-Stress Jobs
Inflammatory Factors Inflammatory Conditions

Metabolic Factors Metabolic Disorders
Structural Abnormalities Joint Alignment Issues

Genetic Mutations Collagen and Cartilage Gene Mutations
Hormonal Factors Hormonal Changes
Nutritional Factors Nutrient Deficiencies

Joint Mechanics Mechanical Stress

Pathophysiology of osteoarthritis

Osteoarthritis (OA) is a multifaceted,
degenerative joint disease marked by alterations
in the surrounding tissues and underlying bone as
well as articular cartilage degradation. A number
of connected processes are involved in the
pathophysiology of OA:

1. Cartilage Degradation: The degeneration of
articular cartilage, which acts as a cushion and
promotes smooth joint movement, is the main
characteristic of osteoarthritis (OA). An
imbalance between the creation and
breakdown of collagen and proteoglycans,
two components of the extracellular matrix, is
what starts cartilage degeneration. Enzymes
that break down cartilage matrix proteins
include aggrecanases and matrix
metalloproteinases (MMPs), which cause
cartilage integrity to be lost.

2. Subchondral Bone Changes: The layer of
bone directly beneath the cartilage, or
subchondral bone, alters as the cartilage
deteriorates. These include the development
of osteophytes, or bone spurs, at the joint
borders and sclerosis, or increased bone
density. Joint stiffness and pain are partly
caused by subchondral bone remodeling.

3. Synovial Inflammation: While osteoarthritis
(OA) is not considered an inflammatory
arthritis, synoviitis, or low-grade
inflammation of the synovial membrane, can
happen. The joint's discomfort and swelling
are exacerbated by this inflammation. Tumor
necrosis factor-alpha (TNF-alpha) and
interleukin-1 (IL-1) are two examples of pro-
inflammatory cytokines that are released and
which worsen cartilage degradation and
change joint homeostasis.

4. Joint Capsule and Ligament Changes:
Arthritis can cause the joint capsule and the
ligaments that surround it to thicken and
fibrose. This may worsen instability by
reducing joint motion even further.

5. Altered Joint Mechanics: The forces exerted
on the joint can be changed by cartilage loss
and modifications to the subchondral bone.
This accelerates the degeneration process by
producing aberrant joint loading patterns and
more stress on the cartilage that is still
present.

6. Pain and Functional Impairment: The
clinical symptoms of osteoarthritis (OA)
include pain, stiffness, and decreased range of
motion. These symptoms are caused by a
combination of factors including cartilage
loss, subchondral bone alterations, synovial
inflammation, and changed joint mechanics.
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These symptoms can have a major negative
influence on day-to-day activities and quality
of life.[7,8,9,10]

The degeneration of cartilage, alterations in bone
structure, inflammation, and modified joint

mechanics are all part of the complex
pathophysiology of osteoarthritis. When these
processes come together, joint function gradually
deteriorates, leaving individuals who are impacted
with severe discomfort and incapacity.

Symptoms

Symptom
Joint Pain

Joint Stiffness
Swelling

Tenderness
Crepitus

Reduced Range of Motion
Joint Deformity

Muscle Weakness
Functional Impairment

Fatigue[11,12]

Treatment

Treatment Description

Medications

- Analgesics
Over-the-counter pain relievers like acetaminophen

(Tylenol) to reduce pain.
- Nonsteroidal Anti-Inflammatory

Drugs (NSAIDs)
Includes ibuprofen (Advil, Motrin) and naproxen (Aleve).

Helps reduce inflammation and pain.

- Topical Analgesics
Creams or gels applied to the skin over the affected joint,

such as capsaicin or diclofenac gel.

- Corticosteroids
Oral or injectable steroids (e.g., prednisone, cortisone) to

reduce inflammation.
- Disease-Modifying Osteoarthritis

Drugs (DMOADs)
Currently, few options are available; some supplements

like glucosamine and chondroitin are used.

Physical Therapy

- Exercise Therapy
Includes low-impact aerobic exercises, strength training,

and stretching to improve joint function and mobility.

- Manual Therapy
Techniques such as joint mobilization or manipulation by

a trained therapist.

Lifestyle Modifications

- Weight Management
Adopting a balanced diet and regular exercise to maintain

a healthy weight.
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- Activity Modification Adjusting daily activities to avoid joint strain or overuse.

Assistive Devices

- Braces and Orthotics
Joint braces, shoe inserts, or splints to support the joint

and reduce pain.

- Walking Aids
Canes, walkers, or crutches to reduce weight-bearing

stress on affected joints.

Surgical Interventions

- Arthroscopy
Minimally invasive surgery to clean out or repair

damaged joint tissues.

- Osteotomy
Surgical procedure to realign the bones and relieve

pressure on the affected joint.

- Joint Replacement Surgery
Total or partial replacement of the affected joint with an

artificial prosthesis (e.g., knee or hip replacement) [13,14,15]

Glucosamine

A naturally occurring substance, glucosamine is
essential to the upkeep and repair of the body's
connective tissues and cartilage. It is frequently
taken as a dietary supplement to maintain joint
health and treat osteoarthritis (OA), a disorder
marked by the breakdown of joint cartilage.[16,17]

Sources

1. Natural Sources:

o Cartilage: An essential part of the
extracellular matrix, glucosamine is a
naturally occurring substance in joint
cartilage.

o Shellfish: The shells of shellfish, including
shrimp, crabs, and lobsters, are a common
source of glucosamine supplements.

2. Synthetic Sources:

o Lab-Synthesized Glucosamine:This type of
glucosamine can also be produced in labs for
people who are allergic to shellfish or who
would rather consume vegan alternatives. This
artificial glucosamine is often made from
glucose by means of microorganism-assisted
fermentation techniques.[18,19]

Forms Of Glucosamine

1. Glucosamine Sulfate:

o Description: This is the glucosamine type
that is most frequently researched and
utilized. Because of its supposed ability to
stimulate cartilage repair and lessen
inflammation, it is frequently seen in
supplements.

o Usage: 1,500 mg of the medication should be
taken daily, usually in two or three doses.

2. Glucosamine Hydrochloride (HCl):

o Description: A different kind of glucosamine
that has received less research attention than
glucosamine sulfate. Even if it might not be as
beneficial in some situations, supplements
nevertheless contain it.

o Usage: Often taken in similar dosages to
glucosamine sulfate.

3. N-Acetyl-Glucosamine:

o Description: Because of its possible
advantages for the gastrointestinal system and
skin health, this form is less frequently seen in
joint health supplements, but it is occasionally
found in other health supplements.
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o Usage: Depending on the intended application
and supplement composition, different dosage
recommendations may apply.[20,21]

Mechanism of action

A common supplement used to treat osteoarthritis
(OA), a degenerative joint disease marked by
cartilage degradation, is glucosamine. Its intricate
mode of action comprises multiple molecular
pathways that support healthy cartilage and
proper joint function. The following is a thorough
summary of the molecular pathways through
which glucosamine may influence osteoarthritis:

1. Cartilage Synthesis and Maintenance

 Chondrocyte Function: Glycosaminoglycans
(GAGs) and proteoglycans, two important
components of cartilage, are largely derived
from glutamine. Glucosamine is used by
chondrocytes, the cartilage-forming cells, in
the synthesis and upkeep of these
macromolecules. This maintains the structure
and functionality of cartilage.

 Matrix Production: Proteoglycans such as
aggrecan and hyaluronic acid are examples of
the extracellular matrix (ECM) components
that are synthesized with the aid of glutamine.
These elements are essential for the flexibility
and resilience of cartilage.

2. Anti-Inflammatory Effects

 Reduction of Inflammatory Mediators:
Glucosamine has the ability to impede the
synthesis of pro-inflammatory cytokines like
TNF-α and interleukin-1β (IL-1β). It is well
recognized that these cytokines aggravate OA
cartilage breakdown.

 Inhibition of Catabolic Enzymes:
Glucosamine has the ability to lessen the
activity of the enzymes that break down
cartilage matrix proteins, such as matrix
metalloproteinase (MMPs). Glucosamine
helps slow down cartilage deterioration by
blocking these enzymes.

3. Inhibition of Cartilage Breakdown

 Reduction of Cartilage Loss: By regulating
chondrocyte activity and ECM breakdown
pathways, glucosamine may be able to lessen
the loss of cartilage. Additionally, it has the
ability to prevent the cartilage matrix's
proteoglycan and glycosaminoglycans from
breaking down.

4. Joint Lubrication

 Hyaluronic Acid Production: Glucosamine
aids in the synthesis of hyaluronic acid, a key
element of synovial fluid. By lubricating the
joint, this fluid lessens wear and friction on
the cartilage, hence easing stiffness and pain
in the joint.

5. Modulation of Cellular Signaling

 Effect on NF-kB Pathway: Glucosamine has
the potential to modify the nuclear factor
kappa B (NF-kB) signaling system, which
plays a role in cartilage degradation and
inflammatory reactions. It may be possible for
glucosamine to lessen inflammation and
cartilage degradation by affecting this system.

6. Antioxidant Effects

 Oxidative Stress Reduction: Glucosamine
may also possess antioxidant qualities that aid
in the fight against oxidative stress, which is
one of the factors that causes cartilage
destruction in OA. Glucosamine has the
ability to further enhance cartilage health by
lowering oxidative stress.[22,23,24,25]

Efficacy

According to clinical research, glucosamine
sulfate can somewhat relieve OA-related joint
pain. In general, long-term use results in a more
visible pain reduction benefit. The Cochrane
Collaboration and OARSI's systematic reviews
and meta-analyses, among others, have shown
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that glucosamine sulfate reduces pain in OA
patients in a minor but statistically significant
way. Increased mobility and decreased stiffness in
joints are linked to glucosamine sulfate
supplementation. Extended use usually results in a
greater manifestation of these advantages. Studies
such as the MOVES study have shown that
people with knee OA can have improvements in
their overall quality of life and joint function.
According to certain studies, glucosamine sulfate
may be able to reduce the rate at which OA
cartilage is lost. On the other hand, the effect on
cartilage preservation is minimal, and the
evidence is less compelling. Although outcomes
can vary, long-term research has suggested that
glucosamine sulfate may protect cartilage.

Safety Profile

Though it is usually thought to be safe for most
people, some persons may experience negative
effects from glucosamine. Mild digestive
problems like nausea, diarrhea, constipation, and
discomfort in the abdomen are typical side
effects. These are usually temporary symptoms
that go away when the body becomes used to the
supplement. Rarely, allergic responses such as
redness, irritation, or swelling might happen to
certain people; this is especially true if the
glucosamine comes from shellfish. Furthermore,
there's a worry that glucosamine can interfere
with some drugs, such blood thinners, and make
bleeding more likely. Prior to beginning
glucosamine, people with shellfish allergies or
those on particular drugs should speak with their
healthcare provider to make sure it is safe and
acceptable for their particular medical
circumstance.[26,27,28]

Hyaluronic Acid

The human body naturally contains hyaluronic
acid (HA), a polysaccharide that is mostly found
in skin, connective tissues, and joint synovial
fluid. It is essential for preserving the structural
integrity, lubrication, and hydration of tissues.
Hyaluronic acid is frequently employed in
medical and cosmetic applications because of its
anti-aging and moisturizing qualities, as well as

its possible therapeutic effects for illnesses like
osteoarthritis.[29,30]

Sources

1. Natural Sources:

o Human Body: The body naturally produces
hyaluronic acid, mostly in the skin and
connective tissues. It plays a significant role
in the extracellular matrix, which aids in water
retention and tissue hydration maintenance.

o Animal Tissues: Rooster combs and other
connective tissues were once used as a source
of hyaluronic acid. Because of advancements
in synthetic manufacture, this method is less
frequent these days.

2. Synthetic Sources:

o Biotechnological Production: Fermentation
techniques employing bacterial cultures are
frequently employed to generate modern
hyaluronic acid, which is used in supplements
and medical treatments. since of its
consistency and purity, this method is favored
above others since it circumvents the moral
and security issues related to supplies
obtained from animals.[31,32]

Forms of hyaluronic acid

1. Topical Formulations:

o Creams and Serums: Creams, serums, and
lotions are examples of skincare products that
frequently contain hyaluronic acid. It
functions as a hydrating agent in these
formulations, assisting in the preservation of
moisture in the skin and enhancing its
appearance by minimizing fine lines and
wrinkles.

o Benefits: Topical hyaluronic acid is a
common component in moisturizing and anti-
aging products since it can improve the
hydration, suppleness, and smoothness of the
skin.



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

119

2. Oral Supplements:

o Capsules and Tablets: Oral supplements
containing hyaluronic acid are marketed as
supporting connective tissue function, skin
hydration, and joint health. These supplements
are thought to increase the body's hyaluronic
acid levels, which has systemic effects.

o Benefits: By assisting in the preservation of
cartilage and synovial fluid, oral supplements
may promote joint health and enhance skin
hydration and suppleness.

3. Injectable Formulations:

o Dermal Fillers: Hyaluronic acid is utilized as
a dermal filler for volume loss and wrinkles
on the face in cosmetic medicine.
Instantaneous plumping and hydration are
provided by injectable HA fillers, which are
frequently utilized for wrinkle reduction and
facial sculpting.

o Joint Injections: Hyaluronic acid injections
are used in orthopedics to treat osteoarthritis
by lubricating the afflicted joints and lowering
discomfort. The goal of this therapy, called
viscosupplementation, is to get synovial fluid
back to its original levels of flexibility and
viscosity.

4. Medical Solutions:

o Eye Drops: To treat dry eye disease,
hyaluronic acid is a component of eye drops.
It functions as a lubricant, keeping the surface
of the eye moist and minimizing irritation.

o Surgical Lubricants: Because of their
moisturizing and biocompatible qualities,
hyaluronic acid solutions are employed as
lubricants and to promote tissue healing in
some surgical operations.[33,34,35]

Mechanism of action

Importantly, hyaluronic acid (HA) is used in
intra-articular (joint) injections to help treat
osteoarthritis (OA). The impact of hyaluronic acid
on osteoarthritis is mediated by a complex

network of molecular pathways that include
multiple critical processes:

1. Joint Lubrication

 Viscoelastic Properties: A significant part of
synovial fluid, which lubricates joints and
lessens friction between cartilage surfaces, is
hyaluronic acid. This lubricant lessens the
mechanical stress on the cartilage and makes
joint movement easier.

 Viscosupplementation: In osteoarthritic
joints, hyaluronic acid injections replenish or
improve the damaged synovial fluid. The
lubricating and shock-absorbing qualities of
the fluid are partially restored by this
viscosupplementation.

2. Cartilage Protection and Repair

 Cartilage Resilience: HA contributes to the
preservation of cartilage's structural integrity.
It has the ability to maintain cartilage's
extracellular matrix (ECM), which is made up
of collagen and proteoglycans. HA may
contribute to the preservation of cartilage
integrity and function in this way.

 Inhibition of Cartilage Degradation: Matrix
metalloproteinases (MMPs) and other
enzymes that degrade cartilage matrix proteins
can be inhibited by hyaluronic acid. This
lessens the rate at which osteoarthritis-related
cartilage deteriorates.

3. Anti-Inflammatory Effects

 Reduction of Inflammatory Mediators: It
has been demonstrated that HA has anti-
inflammatory properties by lowering pro-
inflammatory cytokine levels, including
interleukin-1β (IL-1β) and tumor necrosis
factor-alpha (TNF-α). These cytokines
contribute to the inflammatory mechanism
that speeds up the deterioration of cartilage in
OA.

 Inhibition of Inflammatory Cells: HA has
the ability to control the activity of
macrophages and neutrophils, two types of
inflammatory cells, in the joint. By doing this,



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

120

the synovial fluid and joint tissues' overall
inflammatory reaction is lessened.

4. Cellular and Molecular Interactions

 Chondrocyte Function: By improving their
survival and functionality, HA helps
chondrocytes, or the cells that make up
cartilage. It may encourage the manufacture of
collagen and proteoglycans, two substances
that are essential to the health of cartilage.

 Signaling Pathways: Different cellular
signaling pathways involved in cartilage
metabolism are influenced by hyaluronic acid.
It has the ability to alter signaling pathways
linked to ECM creation, apoptosis
(programmed cell death), and cell
proliferation.

5. Reduction of Oxidative Stress

 Antioxidant Properties: The antioxidant
properties of hyaluronic acid may aid in
lowering oxidative stress within the joint.
Reducing oxidative stress can promote joint
health since it plays a role in the cartilage
destruction caused by osteoarthritis.[36,37,38,39]

Efficacy

HA injections have been shown in numerous
studies and meta-analyses to significantly reduce
pain for people with OA. According to a meta-
analysis in The Lancet, HA injections provide
mild to moderate pain alleviation, with the short-
to medium-term effects being especially
beneficial. After therapy, there is frequently a
notable reduction in pain within a few weeks, and
in certain situations, the results linger for several
months. According to clinical research, such as
those published in Osteoarthritis and Cartilage,
HA injections can enhance joint mobility and
function. Patients frequently report feeling less
stiff and having an improved capacity to carry out
everyday tasks. Alongside pain reduction,
functional improvements are typically seen,
which enhances one's overall quality of life.
Injections of HA are frequently contrasted with
other therapies, like injections of corticosteroids.

According to studies, while corticosteroids might
relieve pain more quickly, HA injections can have
less negative effects and last longer. Because of
its longer-term effectiveness and potential to
decrease the progression of OA, HA is preferred.

Safety Profile

Though moderate adverse responses are rare,
hyaluronic acid is generally well-tolerated and has
a low frequency of significant side effects.
Temporary pain, swelling, or redness at the
injection site are common adverse effects of intra-
articular injections, and they often go away in a
few days. Hyaluronic acid topical formulations
can occasionally result in mild skin irritations as
redness, itching, or dryness. Rarely, people may
develop allergic responses, which include
swelling or rashes. Injectable versions utilized in
orthopedics and dermatology have a low risk of
adverse reactions or infection. Hyaluronic acid is
generally thought to be safe for most individuals;
however, before beginning treatment, anyone with
a history of allergies or other medical issues
should speak with their doctor.[40,41,42]

Synergistic use of glucosamine and hyaluronic
acid in the treatment of osteoarthritis

Potential Benefits of Combined Use

1. Enhanced Pain Relief:

o When combined with HA, glucosamine may
provide better pain relief than when used
alone. Although glucosamine has the potential
to decelerate the deterioration of cartilage and
exhibit minor anti-inflammatory properties,
HA injections can yield more drastic and rapid
pain alleviation by means of enhanced joint
lubrication. Research indicates that when
glucosamine and HA are taken together, as
opposed to when taken separately, greater
pain management and functional improvement
may result. For example, studies published in
Clinical Rheumatology have demonstrated
that patients' pain and function improved more
when they received both glucosamine and HA
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than when they received either one of the
therapies.

2. Improved Joint Function:

o While HA promotes joint lubrication and
offers temporary relief, glucosamine can aid
in the long-term maintenance of cartilage
structure and the reduction of inflammation.
When combined, they may be able to more
successfully enhance joint function by
addressing both the structural and
symptomatic elements of osteoarthritis.
Research has shown that individuals who
receive both therapies may benefit from
improved joint function overall, which
includes more mobility and less stiffness.

3. Potential for Slowing Disease Progression:

o The potential of HA to improve joint fluid
quality and the function of glucosamine in
cartilage repair may work in concert to halt
the advancement of OA. This combination
may offer more thorough management by
targeting many facets of the illness. Though
sparse, the evidence for the combination's
ability to change the disease is encouraging.
Further research is necessary to definitively
validate the effects of this combination on
cartilage preservation, as some studies
imply.[43,44,45]

4. Considerations and Limitations

1. Individual Response:

o The combo therapy may not have the same
effect on every patient. Responses from
patients can differ, and what is beneficial for
one patient might not be for another. It's
critical to keep an eye on how the patient is
responding to therapy and modify the
treatment plan as necessary. Combination
therapy ought to be customized for each
patient depending on their demands and
desired outcomes.

2. Cost and Accessibility:

o Using glucosamine and HA together may be
more costly than using each medication by
itself. Patients should weigh the cost and
determine whether the combination method
adds enough value to warrant the outlay of
funds. Certain patients may not be able to get
both medicines due to differences in
availability and coverage.

3. Evidence and Research:

o Although early study points to some
advantages, more studies are required to
completely comprehend the effectiveness and
best application of glucosamine and HA
together. Clinical trials and long-term research
will be helpful in clarifying the advantages
and restrictions of this strategy.

Because of their complementary modes of action,
the combined use of hyaluronic acid and
glucosamine in the treatment of osteoarthritis
shows promise. Whereas HA improves joint
lubrication and offers instant pain relief,
glucosamine aids in cartilage repair and lowers
inflammation. Combining these therapies may
help with joint function and pain management, as
well as perhaps slow the course of the disease.
However, one should take into account the
increased expense and unpredictable individual
response. Sustaining the efficacy of this integrated
approach and maximizing outcomes require
ongoing research and customized treatment
strategies.[46,47]

Future directions in the use of glucosamine and
hyaluronic acid for osteoarthritis treatment

Although hyaluronic acid (HA) and glucosamine
have well-established roles in the treatment of
osteoarthritis (OA), further studies and
advancements may greatly increase their
usefulness:
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1. Improved Understanding of Mechanisms
and Efficacy

 More research is required to determine the
precise mechanisms by which HA and
glucosamine affect joint function and
cartilage. Knowing these pathways can aid in
improving treatment plans and determining
the best dosages and combinations. Studies
ought to concentrate on the long-term effects
of HA and glucosamine, separately and
together. To ascertain the long-term effects of
these treatments on joint health and disease
progression, large-scale, long-term research
will be necessary.

2. Optimization of Formulations and Delivery
Methods

 Better results may result from the
development of novel formulations or delivery
systems that increase the bioavailability and
effectiveness of glucosamine and HA. Novel
drug delivery technologies, including
microencapsulation or carriers based on
nanotechnology, may improve the stability
and targeted distribution of these molecules.
The potential benefits of combining HA and
glucosamine with other therapeutic
approaches like physical therapy, exercise, or
newly developed biologics should be
investigated in further research. Finding
efficient combinations may offer a more all-
encompassing method of managing OA.

3. Personalized Medicine Approaches

 Developing genetic markers or biomarkers
that forecast individual reactions to HA and
glucosamine may result in more
individualized therapy plans. Customizing
treatment plans according to each patient's
unique profile may increase effectiveness and
decrease treatment outcome variability.
Tailored dosage schedules that take into
account patient-specific variables, like illness
intensity and responsiveness to therapy, may
maximize advantages and reduce adverse
effects.

4. Expanding Applications and Indications

 Glucosamine and HA may be used to treat
musculoskeletal diseases or other joint
conditions besides osteoarthritis (OA). Their
therapeutic potential may be increased by
looking into how well they work in diseases
like post-traumatic arthritis and rheumatoid
arthritis. Researching these treatments' safety
and effectiveness throughout a range of age
groups, such as pediatric and geriatric
populations, may shed light on their wider
application and possible advantages for both
younger and older patients.

5. Addressing Cost and Accessibility

 Careful economic analyses of HA and
glucosamine, particularly how cost-effective
they are in relation to other OA treatments,
might influence policy and decision-making in
the medical field. Analyzing the therapies'
overall healthcare expenditures as well as
their long-term benefits is part of this. It is
important to work on expanding insurance
coverage and making glucosamine and HA
therapies more easily accessible. A wider
spectrum of patients may find these therapies
more accessible with increased coverage and
less out-of-pocket expenses.

6. Integration with Emerging Therapies

 Glucosamine and HA may have a greater
impact and offer new therapeutic choices for
OA when combined with cutting-edge
medicines including gene therapy, platelet-
rich plasma (PRP) therapy, and stem cell
treatments. New and more potent therapeutic
approaches may result from research into the
integration of various treatments. OA can be
managed more successfully by utilizing digital
health technologies, such as wearable
technology or smartphone applications, to
track patient progress and reaction to therapy.
using the use of these tools, treatment plans
may be customized and results can be
enhanced using real-time data and insights.



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

123

7. Enhancing Patient Education and
Adherence

 Enhancing patient education regarding the
advantages and restrictions of HA and
glucosamine may result in increased
adherence to treatment plans. Patients can
make more educated judgments if they are
given precise information about these
medicines' mechanisms of action and
anticipated results. The total efficacy of
therapy can be increased by devising methods
to increase adherence to glucosamine and HA
therapies, such as streamlining dosage
schedules or utilizing combination
solutions.[48,49,50]

Conclusion

The prevalence of osteoarthritis (OA) and its
impact on quality of life make it a significant
concern that requires appropriate management
solutions. The present review has emphasized the
unique mechanisms and advantages of
glucosamine and hyaluronic acid (HA) in the
treatment of osteoarthritis. With its emphasis on
cartilage regeneration and anti-inflammatory
properties, glucosamine and HA provide
beneficial therapeutic alternatives. HA also plays
a key role in improving joint lubrication and
lowering discomfort. Both HA and glucosamine
have been shown to be effective in reducing pain
and enhancing joint function in clinical settings;
however, individual differences in their effects
and the particular formulation being used may
influence these benefits.

Combining HA and glucosamine in a synergistic
manner is a possible avenue for more all-
encompassing OA symptom treatment. By
utilizing the complementing benefits of these
treatments, joint function may be improved, pain
may be reduced, and the progression of the
disease may be slowed down. To improve
treatment regimens, choose the best combinations,
and assess long-term results, further research is
needed. Personalized medicine developments and

new treatment approaches may also help improve
the management of osteoarthritis. All things
considered, the addition of HA and glucosamine
to a multimodal treatment regimen shows promise
for bettering patient outcomes and osteoarthritis
management.

References

1. Onishi K, Utturkar A, Chang E, Panush R,
Hata J, Perret-Karimi D. Osteoarthritis: A
Critical Review. Crit Rev Phys Rehabil Med.
2012;24(3-4):251-264.

2. Pelletier JP, Martel-Pelletier J, Abramson SB.
Osteoarthritis, an inflammatory disease:
potential implication for the selection of new
therapeutic targets. Arthritis
Rheum. 2001;44:1237–1247.

3. Allen KD, Thoma LM, Golightly YM.
Epidemiology of osteoarthritis. Osteoarthritis
Cartilage. 2022 Feb;30(2):184-195.

4. Zhang Y, Jordan JM. Epidemiology of
osteoarthritis. Clin Geriatr Med. 2010
Aug;26(3):355-69.

5. Coaccioli S, Sarzi-Puttini P, Zis P, Rinonapoli
G, Varrassi G. Osteoarthritis: New Insight on
Its Pathophysiology. J Clin Med. 2022 Oct
12;11(20):6013

6. Yucesoy B, Charles LE, Baker B, Burchfiel
CM. Occupational and genetic risk factors for
osteoarthritis: a review. Work. 2015 Jan
1;50(2):261-73.

7. Coaccioli S, Sarzi-Puttini P, Zis P, Rinonapoli
G, Varrassi G. Osteoarthritis: New Insight on
Its Pathophysiology. J Clin Med. 2022 Oct
12;11(20):6013.

8. Yunus MHM, Nordin A, Kamal H.
Pathophysiological Perspective of
Osteoarthritis. Medicina (Kaunas). 2020 Nov
16;56(11):614.

9. Tong, L., Yu, H., Huang, X. et al. Current
understanding of osteoarthritis pathogenesis
and relevant new approaches. Bone Res 10, 60
(2022).

10. He Y, Li Z, Alexander PG, Ocasio-Nieves
BD, Yocum L, Lin H, Tuan RS. Pathogenesis
of Osteoarthritis: Risk Factors, Regulatory



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

124

Pathways in Chondrocytes, and Experimental
Models. Biology. 2020; 9(8):194

11. Osteoarthritis symptoms and diagnosis
https://www.uptodate.com/contents/osteoarthr
itis-symptoms-and-diagnosis-beyond-the-
basics

12. Hunter DJ, McDougall JJ, Keefe FJ. The
symptoms of osteoarthritis and the genesis of
pain. Rheum Dis Clin North Am. 2008
Aug;34(3):623-43

13. Yu SP, Hunter DJ. Managing osteoarthritis.
Aust Prescr. 2015 Aug;38(4):115-9

14. Grässel S, Muschter D. Recent advances in
the treatment of osteoarthritis. F1000Res.
2020 May 4;9:F1000 Faculty Rev-325.

15. Primorac D, Molnar V, Matišić V, Hudetz D,
Jeleč Ž, Rod E, Čukelj F, Vidović D, Vrdoljak
T, Dobričić B, Antičević D, Smolić M,
Miškulin M, Ćaćić D, Borić I. Comprehensive
Review of Knee Osteoarthritis
Pharmacological Treatment and the Latest
Professional Societies' Guidelines.
Pharmaceuticals (Basel). 2021 Mar
2;14(3):205.

16. James CB, Uhl TL. A review of articular
cartilage pathology and the use of
glucosamine sulfate. J Athl Train. 2001
Oct;36(4):413-9

17. Ch.O.V.Nagateja, P. Bhavyasree, E. Jajili.
(2021). Role of Glucosamine in the treatment
of Osteoarthritis. Int. J. Adv. Res. Biol. Sci.
8(11): 29-38.

18. Reginster JY, Bruyere O, Neuprez A. 2007.
Current role of glucosamine in the treatment
of osteoarthritis. Rheumatology
(Oxford).46(5):731-5.

19. Scarpellini M, Lurati A, Vignati G, Marrazza
MG, Telese F, Re K, Bellistri A. 2008.
Biomarkers, type II collagen, glucosamine and
chondroitin sulfate in osteoarthritis follow-up:
the "Magenta osteoarthritis study". J Orthop
Traumatol.9(2):81-7

20. Rubin BR, Talent JM, Kongtawelert P, Pertusi
RM, Forman MD, Gracy RW. 2001. Oral
polymeric N-acetyl-D-glucosamine and
osteoarthritis. J Am Osteopath Assoc. 101(6):
339-344.

21. Reginster JY, Deroisy R, Rovati LC, Lee RL,
Lejeune E, Bruyere O, Giacovelli G, Henrotin
Y, Dacre JE, Gossett C. 2001. Long-term
effects of glucosamine sulphate on
osteoarthritis progression: a randomised,
placebo-controlled clinical trial.
Lancet.357(9252):251-6

22. Jerosch J. Effects of Glucosamine and
Chondroitin Sulfate on Cartilage Metabolism
in OA: Outlook on Other Nutrient Partners
Especially Omega-3 Fatty Acids. Int J
Rheumatol. 2011;2011:969012.

23. Alcaide-Ruggiero L, Cugat R, Domínguez
JM. Proteoglycans in Articular Cartilage and
Their Contribution to Chondral Injury and
Repair Mechanisms. Int J Mol Sci. 2023 Jun
28;24(13):10824.

24. Dodge, George & Jimenez, Sergio A.. (2003).
Glucosamine sulfate modulates levels of
aggrecan and matrix metalloproteinase-3
synthesized by cultured human osteoarthritis
articular chondrocytes. Osteoarthritis and
cartilage / OARS, Osteoarthritis Research
Society. 11. 424-32.

25. Al-Saadi HM, Pang K-L, Ima-Nirwana S,
Chin K-Y. Multifaceted Protective Role of
Glucosamine against Osteoarthritis: Review
of Its Molecular Mechanisms. Scientia
Pharmaceutica. 2019; 87(4):34.

26. Sawitzke AD, Shi H, Finco MF, Dunlop DD,
Harris CL, Singer NG, Bradley JD, Silver D,
Jackson CG, Lane NE, Oddis CV, Wolfe F,
Lisse J, Furst DE, Bingham CO, Reda DJ,
Moskowitz RW, Williams HJ, Clegg DO.
Clinical efficacy and safety of glucosamine,
chondroitin sulphate, their combination,
celecoxib or placebo taken to treat
osteoarthritis of the knee: 2-year results from
GAIT. Ann Rheum Dis. 2010
Aug;69(8):1459-64.

27. Moon JM, Finnegan P, Stecker RA, Lee H,
Ratliff KM, Jäger R, Purpura M, Slupsky CM,
Marco ML, Wissent CJ, Theodosakis J,
Kerksick CM. Impact of Glucosamine
Supplementation on Gut Health. Nutrients.
2021 Jun 24;13(7):2180.

28. Ogata T, Ideno Y, Akai M, Seichi A, Hagino
H, Iwaya T, Doi T, Yamada K, Chen AZ, Li
Y, Hayashi K. Effects of glucosamine in



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

125

patients with osteoarthritis of the knee: a
systematic review and meta-analysis. Clin
Rheumatol. 2018 Sep;37(9):2479-2487.

29. Marinho A, Nunes C, Reis S. Hyaluronic
Acid: A Key Ingredient in the Therapy of
Inflammation. Biomolecules. 2021 Oct
15;11(10):1518.

30. Fallacara A., Baldini E., Manfredini S.,
Vertuani S. Hyaluronic Acid in the Third
Millennium. Polymers. 2018;10:701.

31. Valachová K, Hassan ME, Šoltés L.
Hyaluronan: Sources, Structure, Features and
Applications. Molecules. 2024 Feb
5;29(3):739.

32. Shiedlin A., Bigelow R., Christopher W.,
Arbabi S., Yang L., Maier R.V., Wainwright
N., Childs A., Miller R.J. Evaluation of
hyaluronan from different
sources: Streptococcus zooepidemicus, rooster
comb, bovine vitreous, and human umbilical
cord. Biomacromolecules. 2004;5:2122–2127.

33. Juncan AM, Moisă DG, Santini A, Morgovan
C, Rus LL, Vonica-Țincu AL, Loghin F.
Advantages of Hyaluronic Acid and Its
Combination with Other Bioactive Ingredients
in Cosmeceuticals. Molecules. 2021 Jul
22;26(15):4429.

34. Wongprasert P, Dreiss CA, Murray G.
Evaluating hyaluronic acid dermal fillers: A
critique of current characterization methods.
Dermatol Ther. 2022 Jun;35(6):e15453.

35. Iaconisi GN, Lunetti P, Gallo N, Cappello
AR, Fiermonte G, Dolce V, Capobianco L.
Hyaluronic Acid: A Powerful Biomolecule
with Wide-Ranging Applications-A
Comprehensive Review. Int J Mol Sci. 2023
Jun 18;24(12):10296.

36. Altman RD, Manjoo A, Fierlinger A, Niazi F,
Nicholls M. The mechanism of action for
hyaluronic acid treatment in the osteoarthritic
knee: a systematic review. BMC
Musculoskelet Disord. 2015 Oct 26;16:321.

37. Costa FR, Costa Marques MR, Costa VC,
Santos GS, Martins RA, Santos MdS, Santana
MHA, Nallakumarasamy A, Jeyaraman M,
Lana JVB, et al. Intra-Articular Hyaluronic
Acid in Osteoarthritis and Tendinopathies:
Molecular and Clinical
Approaches. Biomedicines. 2023; 11(4):1061

38. Migliore A, Procopio S. Effectiveness and
utility of hyaluronic acid in osteoarthritis. Clin
Cases Miner Bone Metab. 2015 Jan-
Apr;12(1):31-3.

39. Akkiraju H, Nohe A. Role of Chondrocytes in
Cartilage Formation, Progression of
Osteoarthritis and Cartilage Regeneration. J
Dev Biol. 2015 Dec;3(4):177-192.

40. Howlader MAA, Almigdad A, Urmi JF,
Ibrahim H. Efficacy and Safety of Hyaluronic
Acid and Platelet-Rich Plasma Combination
Therapy Versus Platelet-Rich Plasma Alone in
Treating Knee Osteoarthritis: A Systematic
Review. Cureus. 2023 Oct 18;15(10):e47256

41. Honvo, Germain & Reginster, Jean-Yves &
Rannou, Francois & Rygaert, Xavier &
Geerinck, Anton & Rabenda, Veronique &
McAlindon, Tim & Alexia, Charles & Fuggle,
Nicholas & Cooper, Cyrus & Curtis, Elizabeth
& Arden, Nigel & Avouac, Bernard &
Bruyère, Olivier. (2019). Safety of Intra-
articular Hyaluronic Acid Injections in
Osteoarthritis: Outcomes of a Systematic
Review and Meta-Analysis. Drugs & Aging.
36. 101-127.

42. Migliore A, Procopio S. Effectiveness and
utility of hyaluronic acid in osteoarthritis. Clin
Cases Miner Bone Metab. 2015 Jan-
Apr;12(1):31-3.

43. Calamia V, Mateos J, Fernández-Puente P,
Lourido L, Rocha B, Fernández-Costa C,
Montell E, Vergés J, Ruiz-Romero C, Blanco
FJ. A pharmacoproteomic study confirms the
synergistic effect of chondroitin sulfate and
glucosamine. Sci Rep. 2014 Jun 10;4:5069.

44. Fox BA, Stephens MM. Glucosamine
hydrochloride for the treatment of
osteoarthritis symptoms. Clin Interv Aging.
2007;2(4):599-604

45. Gregory PJ, Fellner C. Dietary supplements as
disease-modifying treatments in osteoarthritis:
a critical appraisal. P T. 2014 Jun;39(6):436-
52.

46. Kanzaki, Noriyuki & Saito, Kayo & Maeda,
Akifumi & Kitagawa, Yoshinori & Kiso,
Yoshinobu & Watanabe, Keita & Tomonaga,
Akihito & Nagaoka, Isao & Yamaguchi,
Hideyo. (2012). Effect of a dietary
supplement containing glucosamine



Int. J. Adv. Res. Biol. Sci. (2024). 11(7): 112-126

126

hydrochloride, chondroitin sulfate and
quercetin glycosides on symptomatic knee
osteoarthritis: A randomized, double-blind,
placebo-controlled study. Journal of the
science of food and agriculture. 92. 862-9.

47. Veronese N, Cooper C, Bruyère O, Al-Daghri
NM, Branco J, Cavalier E, Cheleschi S, da
Silva Rosa MC, Conaghan PG, Dennison EM,
de Wit M, Fioravanti A, Fuggle NR, Haugen
IK, Herrero-Beaumont G, Honvo G, Laslop
A, Matijevic R, Migliore A, Mobasheri A,
Pelletier JP, Prieto Yerro MC, Radermecker
RP, Rannou F, Rizzoli R, Reginster JY.
Multimodal Multidisciplinary Management of
Patients with Moderate to Severe Pain in Knee
Osteoarthritis: A Need to Meet Patient

Expectations. Drugs. 2022 Sep;82(13):1347-
1355.

48. Uitterlinden EJ, Koevoet JL, Verkoelen CF,
Bierma-Zeinstra SM, Jahr H, Weinans H,
Verhaar JA, van Osch GJ. Glucosamine
increases hyaluronic acid production in human
osteoarthritic synovium explants. BMC
Musculoskelet Disord. 2008 Sep 11;9:120.

49. Sawitzke AD. Personalized medicine for
osteoarthritis: where are we now? Ther Adv
Musculoskelet Dis. 2013 Apr;5(2):67-75.

50. Safari R, Jackson J, Sheffield D. Digital Self-
Management Interventions for People With
Osteoarthritis: Systematic Review With Meta-
Analysis. J Med Internet Res. 2020 Jul
20;22(7):e15365.

How to cite this article:
Srinivasarao Varagani, Munnuru Uday Kumar, Tanwir Ahamad, Athul H , Mahesh Gomasa,
Morziul Haque, Ramiz Jakir Maniyar , Dhanya P V. (2024). Role of Glucosamine and Hyaluronic
acid in the treatment of Osteoarthritis. Int. J. Adv. Res. Biol. Sci. 11(7): 112-126.
DOI: http://dx.doi.org/10.22192/ijarbs.2024.11.07.011

Access this Article in Online
Website:
www.ijarbs.com

Subject:
Osteoarthritis
Research

Quick Response Code

DOI:10.22192/ijarbs.2024.11.07.011


