PROFESSIONAL INFORMATION
OSTEOEZE® GOLD POWDER ONCE A DAY Powder
¢ Complementary Medicine.
¢ D.3.5 Connective Tissue Medicines: Other — Health Supplement
¢ Health Supplements are intended only to complement health or supplement the diet.
This unregistered medicine has not been evaluated by the SAHPRA for its quality, safety or intended use.

SCHEDULING STATUS
1. NAME OF THE MEDICINE
OSTEOEZE® GOLD POWDER ONCE A DAY Powder

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each 5 g powder contains:

Active ingredients Per5g  |% NRV* maximum
dose daily dose (5 g)

Glucosamine sulphate-potassium chloride complex | 1990 mg *

Providing Glucosamine sulphate 1500 mg

Potassium chloride 490 mg

Chondroitin sulphate 801 mg *

Ascorbic acid (Vitamin C) 150 mg 150 %

Manganese amino acid chelate 30mg

Providing M (elemental) 3mg 130 %

#Nutrient reference values for adults and children older than 4 years.
*NRV not established

OsteoEze® Gold Powder Once A Day is sugar and preservative free.
For full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder.
OsteoEze® Gold Powder Once A Day is a white, uniform, free flowing powder with a naartjie flavour.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications
OsteoEze® Gold Powder Once A Day is a daily supplement which contains ingredients indicated for the maintenance of healthy
joints and mobility. The powder formulation facilitates rapid absorption and incorporation into the body. It contains the key

structural comp of cartilage, ine and in, which can assist the body with the following:
 Relief of joint pain and inflammation;

 preventing cartilage degeneration;

o facilitating cartilage formation; and

e supporting range of movement/mobility of joints.

Vitamin C contributes by:

¢ Helping with the development and maintenance of bones and cartilage;
* helping with the formation of connective tissue; and

e providing antioxidant support.

Manganese is an essential mineral which also contributes to the development and maintenance of normal bones.
Efficacy of support may vary between users.

4.2 Posology and method of administration
The recommended daily dosage and directions for use:
Aduits 18 years and older:
5 g (1 medicine measure) powder daily, mixed into 200 ml of water or smoothies or incorporated into foods.
Advise patients to use for a minimum of 3 months for beneficial effects.

4.3 Contraindications

e Must not be given to patients with a known hypi ity to shellfish is derived from seafood) or to any other
ingredient in OsteoEze® Gold Powder Once A Day (see section 6.1 List of excipients). Patients should be advised to consult
their medical practitioner if in doubt.

o Must not be given to patients with liver disorders as OsteoEze® Gold Powder Once A Day contains glucosamine and
chondroitin.

¢ OsteoEze® Gold Powder Once A Day contains ingredients which are not suitable for use in children/adolescents under the
age of 18 years.

e Patients taking any chronic medication should not use this product without consulting their medical practitioner.

4 4 Special warnings and precautions for use
Advise patients to consult a healthcare provider prior to use if they:
e are pregnant or breastfeeding (see 4.6), or
* have glaucoma, as OsteoEze® Gold Powder Once A Day contains glucosamine.

*  Use with caution in patients with bleeding disordi king or antiplatelet (see 4.5).

e Use with caution in patients with asthma, as OsteoEze® Gold Powder Once A Day contains glucosamine and chondroitin which
may exuberate asthma.

. fatients with a history of oxalate kidney stones should avoid high doses of vitamin C due to increased risk of kidney stone
formation.

¢ Advise patients not to exceed the daily recommended dose.

. /éldvize patients to discontinue use at least 2 weeks before elective surgical procedures due to the influence of this product on

eeding time.

* Advise patients to use within a month of opening.

* Advise patients not to use after the date of expiry.
Products containing supplemental ingredients may interact with some medication.

Porphyria
Safety has not been established.

45| ion with other medi and other forms of interaction
No interaction studies have been performed on OsteoEze® Gold Powder Once A Day, see below interactions with individual
ingredients.

Active ingredient Medicine Description

Glucosamine and chondroitin | Blood thinners May have a blood thinning effect;
(anticoagulant or increasing the risk of bleeding.
antiplatelet medication)
e.g., warfarin, clopidogrel

4.6 Fertility, pregnancy and lactation
Pregnancy
Safety of some of the ingredients for use during pregnancy has not been established, therefore this product should not be
used in patients who are pregnant.
Breastfeeding
Safety of some of the ingredients for use during lactation
should not be used if patients are lactating (breastfeeding).
Fertility
There are no known effects of OsteoEze® Gold Powder Once A Day on fertility.

has not been

therefore this product

4.7 Effects on the ability to drive and use machines.
May impair ability to drive and use machines. Advise affected patients not to drive or operate machinery.

4.8 Undesirable effects
OsteoEze® Gold Powder Once A Day is generally well tolerated with the occurrence of adverse events unknown.
Patients experiencing any side effects or sensitivity to any of the ingredients, should discontinue use.
Adverse reactions reported in the literature are listed below, by system organ class and frequency. Frequencies are defined as:

e very common (>1/10)
e common (>1/100 to <1/10)
e uncommon (>1/1,000 to <1/100)
e rare (>1/10,000 to 1</1,000)
e very rare (<1/10,000)
¢ not known (cannot be estimated from the available data).
System Organ Class Frequency | Adverse Event
Immune system disorders Not known y reactions or anaphylaxis, include:
d|ff|cu|ty g or i i itchy throat,
pruritis, and umcana (pamcularly face and chest).
Nervous System Disorders Not known Drowsiness and headache.
Gastrointestinal Disorders Not known Abdominal cramps or pain, bloating, constipation, diarrhoea,
gastroesophageal reflux and nausea.

If symptoms persist, or if any adverse reactions occur, advise the patient to consult a healthcare provider.

Reporting of suspected adverse reactions

Reporting of suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the
benefit/risk balance of the medicine. Healthcare providers are asked to report any suspected adverse reactions to SAHPRA via the “6.04
Adverse Drug Reaction Reporting Form”, found online under SAHPRA's publications: https://www.sahpra.org.za/Publications/Index/8.

4.9 Overdose

Symptoms

See 4.8 Undesirable effects

In overdose, side effects can be precipitated and/or be of increased severity.

There is no evidence that this product can lead to an overdose when used as recommended.
Treatment

If an accidental overdose occurs, treatment is symptomatic and supportive.

. PHARMACOLOGICAL PROPERTIES
.1 Pharmacodynamic properties

Category and class: D.3.5C Tissue Med : Other — Health |
Pharmacotherapeutic classification: Other specific antirheumatic agents.
ATC code: M01CX
Glucosamine sulphate
Gl is an end b required for the synthesis of gly inog| , proteogly
ligaments, tendons, cartilage and synovial fluid.
Some clinical evidence suggests that glucosamine may slow the progression of osteoarthritis.
Prellmlnary in wtro and in wva research suggests that glucosamine inhibits protein N-glycosylation and cytokine-stimulated

of of i jon and cartilage degradation. Glucosamine has shown to inhibit interleukin (IL) 18, present in
elevated concentrations in the tissues of osteoarthritic joints. IL-1 is known to activate the expression of cyclooxygenase -2,
prostaglandin E2, inducible form of nitric oxide (iNOS), IL-6, tumour necrosis factor-alpha and stlmulate further production of IL- 1B
and matrix degradatmn factors (metalloproteinases and a dlsmtegnn and with a thre in type 1 motif,
member TS). In addition, it has shown to inhibit the activation of c-Jun-N-i terminal kinase and extracellular signal-regulated kinase
(also intricately involved in the inflammatory process), inhibit degranulation of mast cells and increase hyaluronic acid synthesis.
In vivo, glucosamine has shown to decrease crosslinked C-telopeptides of type Il collagen, a marker of type Il collagen degradation,
and increase type Il collagen propeptide, a marker of type Il collagen synthesis. Preliminary in wtro ewdence also suggests that
glucosamine sulphate may stimulate the synthesis of cartilage precursors (p and gl . In human

h h I e have been shown to enhance chundrogene5|s

and hy ic acid in

| stem cells, droitin and

Chondroitin sulphate

Chondroitin sulphate is a major component of cartilage and binds with endogenous proteins to form proteoglycans, providing

cartilage with its mechanical and elastic properties.

In vitro tests have found that chondroitin sulphate plays a role in the regulation of IL-8 secretion. Chondroitin sulphate has been

thought to reduce the IL1-@ induced increases in p38 mitogen-activated protein kinase and extracellular signal-regulated kinase

1/2 phosphorylation within chondrocytes. This results in a decrease in the nuclear translocation of nuclear factor-kappaB and the

subsequent reduction of pro-inflammatory cytoklne production.

Several studies have shown that pi of

|nh|bm0n of leukocyte elastase and yaluronidase, increasing h
andi g the synthesi of collagen, proteoglycans and hyaluronic acid. /n vitro studies and animal models

suggest that chondrumn sulphate may also inhibit proinflammatory pathways that lead to downregulation of ADAMTS (A Disintegrin

and with Tt pondin motifs) enzymes, antiangiogenic protease enzymes responsible for regulating the

processing of collagen, cleavage of matrix proteoglycans and proteolysis of von Willebrand factor. In human mesenchymal stem

cells, chondroitin and glucosamine have been shown to enhance chondrogenesis.

Ascorbic acid

Ascorbic acid assists in the development and maintenance of bones and cartilage and assists in connective tissue formation.

Dietary intake of ascorbic acid appears to reduce the risk of cartilage loss and disease progression in individuals with

osteoarthritis.

Manganese

Manganese contributes to the development and maintenance of normal bones.

Manglanﬁsg has shown an inverse correlation with the risk of arthritis in women; however, a mechanism of action has not yet been

established.

in sulphate against cartilage degradation is possibly due to the
synthase activity, decreasing polymorphonuclear

5.2 Pharmacokinetic properties

Glucosamine sulphate

Absorption: After oral administration, glucosamine sulphate i |s absorbed from the small intestine with @ maximum plasma
concentration at ap y 2 hours. Ora sulphate was found to have a bioavailability of 26 %.
Distribution: The terminal half- In‘e of oral glucosamine in plasma proteins has been reported as 68 hours. After intravenous
administration, the volume of distribution of glucosamine sulphate was 71 mi/kg. Radiolabelling tests determined that the uptake of
glucosamine sulphate into cartilage amounted to 100,8 % with a saturation time of 72 hours. The uptake into cartilage was
determined to be age-dependent with 99,8 % uptake at 78 years old, compared to 66,1 % at 63 years old.
Metabolism: Glucosamine sulphate undergoes ive first-pass bolism, resulting in the cataboli
terminal breakdown products; carbon dioxide, urea and water.

Excretion: Glucosamine is excreted mainly through the urinary system with possible excretion in faeces. A portion of glucosamine
may be metabolised to carbon dioxide and excreted through the respiratory system.

Chondroitin sulphate

Absorption: Chondroitin sulphate is rapidly absorbed from the gastrointestinal tract with bioavailability ranging from 12 to 24 %.

An oral dose of 3 g of chondroitin sulphate resulted in peak plasma concentrations at 190 minutes.

Distribution: The half-life of exogenous chondroitin was determined to be 25,5 minutes with compartmental volumes (central and
tissue) of 6,0 and 22,9 minutes, respectively. Pharmacokinetic studies suggest that oral administration of chondroitin sulphate
results in depolymerisation and degradation, however, over time it may accumulate in affected joints.

Mfetlabolism: Orally administered chondroitin sulphate is depolymerised and degraded and follows a two compartmental open model
of elimination.

Excretion: Chondroitin sulphate is mainly excreted through the urine as high- and low-molecular weight metabolites. Human
research has reported an elimination half-life for exogenous chondroitin sulphate of 281 minutes, with more than 50 % excreted in
the urine during the first 24 hours.

Ascorbic acid

Absorption: Orally administered vitamin C is well absorbed; however, absorption decreases as the dose increases. This is due to the
saturable sodium-dependent vitamin C transporter responsible for transporting vitamin C from the intestines into the bloodstream.
Excretion: Since ascorbic acid is highly hydrophilic, it is mainly excreted via the kidneys into the urine.

Manganese

Ab_surpltion: Manganese is absorbed from the gastrointestinal tract to varying degrees, influenced by the presence of food or other
minerals.

Distribution: Manganese penetrates the blood brain barrier and accumulates in the basal ganglia.

Excretion: Manganese is excreted in the bile, urine and faeces.

of the molecule with the

. PHARMACEUTICAL PARTICULARS
.1 List of excipients

Maltodextrin

Colloidal silicon dioxide

Citric acid anhydrous

Malic acid

Flavouring (naartjie)

Contains artificial sweetener: sucralose

6.2 Incompatibilities

None known

6.3 Shelf life

24 Months

6.4 Special precautions for storage

e Store in a dry place at or below 25 °C.

 Protect from light and moisture.

 Keep in original packaging until required for use.

* Do not use after the expiry date printed on the carton.

6.5 Nature and contents of container

OsteoEze® Gold Powder Once A Day is a white, uniform, free flowing powder with a naartjie flavour.
OsteoEze® Gold Powder Once A Day is available as 150 g in a white, high-density polyethylene plastic container with an induction
seal and has an orange, polypropylene screw-on cap. It includes a patient information leaflet and is packed in a printed unit carton.

6.6 Special precautions for disposal and other handling

No special requirements.
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