ARTHROBYE

(Film-Coated Tablets)

Composition & Excipients: Each F.C.T contains: Diclofenac Na: 50 mg,

Betamethasone: 0.3 mg, Cyanocobalamine (Vitamin B12): 5 mg.

Excipients: Aerosil, hydroxypropyl methylcellulose, lactose, magnesium stearate,

microcrystalline cellulose, titanium dioxide, maltodextrin, Triacetin, carboxy

methyl cellulose sodium.

Properties:

Diclofenac sodium is a non-steroidal anti-inflammatory drug (NSAID) with intense

anti-inflammatory and analgesic action. The mechanism of its action results in

part from the inhibition of prostaglandin synthesis and its release during the
inflammatory process. Diclofenac inhibits both cyclooxygenase isoenzymes

(COX1 and COX2).

Synthetic corticosteroids, such as betamethasone, are used primarily for their

potent anti-inflammatory effect. At high doses, the immune response decreases.

It's metabolic and sodium retention effect is lower than that of hydrocortisone.

Vitamin B12 acts as a coenzyme in various metabolic functions, including lipid

and carbohydrate metabolism and in the synthesis of proteins. It is necessary in

the growth, cellular replication, hematopoiesis and in the synthesis of nucleoproteins
and myelin.

Pharmacokinetics:

For the film coated tablet:

After oral administration, the gastrointestinal absorption of Diclofenac is complete

and rapid. Peak plasma concentrations are reached about 1.25 hours after ingestion.

The binding of Diclofenac to plasma proteins is more than 99%. The mean

elimination time is 1-2 hours. Diclofenac is metabolized by the liver and excreted

via the biliary and renal channels.

Vitamin B12 is absorbed by two mechanisms. However, absorption of the vitamin

is slow. In this way, it takes several hours to appear in the portal vein, always

attached to the transporter proteins, transcobalamines. Bile is the main route of
excretion of Vitamin B12.

Betamethasone is readily absorbed from the gastrointestinal tract. It is metabolized

by the liver and eliminated by the kidney. The biological half-life is 36 to 54 hours.

In severe hepatic impairment and in hypothyroidism, glucocorticoid metabolism

undergoes significant delay, which may accentuate the action of betamethasone.

Likewise, both hypoalbuminemia and hyperbilirubinemia can cause elevated,

undesired serum concentrations of the non-protein bound active ingredient. The

elimination half-life of glucocorticoids is prolonged during pregnancy and plasma
clearance is lower in the newborn than in the infant and the adult.

Indications:

« Intense inflammatory and painful processes, especially with neuritic component.

« Rheumatic articular and extra-articular disorders, Fibrositis, Myalgias, lumbago,
sciatica, Injuries, Sprains.

Contraindications:

« History of allergy to any of the components of the product.

« Active gastrointestinal ulcer.

« Severe hepatic and / or renal insufficiency.

- Decompensated heart failure.

« Severe arterial hypertension.

« Asthmatic patients with a history of precipitation of acute attacks of asthma,
rhinitis or urticaria by aspirin or other drugs with inhibitory action on the synthesis
of prostaglandins.

« Active tuberculosis, systemic mycoses.

« Viral diseases.

« Acute glomerulonephritis.

« Acute psychosis.

« Osteoporosis.

« Hepatic porphyria.

« Pregnancy, breastfeeding and children under 12 years.
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Warnings and Precautions:

« Administration of corticosteroids may favor the development of infections.

« Close medical monitoring of patients with a history of peptic ulcer and
gastrointestinal bleeding is recommended. Caution should be exercised in
patients chronically treated with Diclofenac because of the possibility of ulcer-peptic
disease and digestive hemorrhages and perforations, even in the absence of
previous characteristic symptoms of the upper gastrointestinal tract. Elderly or
debilitated patients seem to tolerate ulcers less or bleed less than other individuals
and most gastrointestinal adverse events occur in this age group.

* Hepatic effects: Alterations may occur in one or more liver tests. These laboratory
abnormalities may progress, remain unchanged, or be transient. Monitoring of
hepatic injury, monitoring of (TGP) is recommended. In addition to the enzymatic
elevations reported in clinical trials, rare cases of more severe hepatic reactions,
including hepatocellular involvement with and without jaundice, have been
reported. Transaminase should be monitored within the fourth to eighth week
after initiating continued treatment with Diclofenac. As with other NSAIDs, if
abnormal liver tests persist or worsen clinical signs and / or symptoms related
to liver disease should appear the drug should be discontinued.

« Anaphylactoid reactions: As with other NSAIDs, anaphylactoid reactions can occur
in patients without prior exposure to the components of the product. This product
is not recommended to be administered to patients with allergy to aspirin or
other NSAIDs. The typical allergy occurs in asthmatic patients, who experience
rhinitis with or without nasal polyps or who manifest severe bronchospasm, after
the intake of aspirin or other NSAIDs. Extremely severe reactions have been
reported in such patients.

« Renal effects: Patients at higher risk of adverse effects are those with previous
impairment of renal function, heart failure, hepatic dysfunction, those under
diuretic treatment and the elderly in general. In patients treated with Diclofenac,
isolated cases of interstitial nephritis and papillary necrosis have rarely been
reported. A secondary form of renal involvement associated with the use of
NSAIDs is seen in patients with abnormalities such as: reduction in renal plasma
flow or blood volume, where renal prostaglandins have a supporting role in
maintaining renal perfusion. In these patients, the administration of an NSAID
results in a decrease in prostaglandin synthesis and, secondarily, in a reduction
of renal plasma flow, which may precipitate renal failure, the recovery of which
may necessitate discontinuation of treatment. Because diclofenac metabolites
are primarily eliminated by the urinary tract, it is advisable to strictly monitor and
adjust the dose to patients under treatment with this combination, especially
those with significant impairment of renal function. In cases of advanced kidney
disease, all NSAID therapy should only be initiated under strict control of renal
function.

+ Edema and water and salts retention: Several degrees of Fluid and salts retention,
even with edema, have been observed in association with the use of
anti-inflammatories, therefore caution is recommended, especially in patients
with a history of cardiac decompensation, hypertension or other pathology
predisposing to Fluid and salts retention.

« Porphyria: The use of Diclofenac should be avoided in patients with hepatic
porphyria, since, as with other NSAIDs, it is possible to trigger attack.

* Aseptic Meningitis: As with other NSAIDs, aseptic meningitis with fever and coma
has been observed in very rare cases in patients treated with Diclofenac.
Although this is most likely to occur in patients with systemic lupus erythematous
or other connective tissue diseases, whenever signs or symptoms of meningitis
occur in a patient on treatment with Diclofenac, consideration should be given
to the possibility of related disease with the administration of the drug.

« Pre-existing asthma: Approximately 10% of patients with asthma may have asthma
attacks triggered by aspirin. Since cross-reactive reactions with other NSAIDs,
including bronchospasm, have been reported in aspirin-sensitive patients,
diclofenac should not be administered to patients with this sensitivity to aspirin
and should be used with caution in all patients with pre-existing asthma.

« This drug should not be used concomitantly with other products containing similar
active substances or other NSAIDs.

« The pharmacological activity of Diclofenac may decrease both fever and inflammation
and therefore reduce its usefulness as diagnostic signs of certain pathologies.

« Blurred and decreased vision, scotomas, and / or altered color vision have been
reported. If a patient develops these alterations, while receiving Diclofenac, the
drug should be discontinued and the patient subjected to ophthalmologic examinations.

« In patients treated with NSAIDs, especially during prolonged treatments, it is
advisable to periodically evaluate the hematological parameters in order to
detect anemia or other alterations associated with its use.

« Steroids should be used with caution in patients with ulcerative colitis (risk of
perforation), recent intestinal anastomosis, high blood pressure, osteoporosis,
myasthenia gravis, and diabetes.

Pregnancy, teratogenic effects:
Diclofenac demonstrated to cross the placental barrier in mice and rats. However,
there are no adequate studies in pregnant women. Therefore this product should
not be used during pregnancy, unless the benefits to the mother justify the potential
risk to the fetus. A risk to the fetus is the possibility of premature closure of the
ductus arteriosus associated with the use of inhibitors of prostaglandin synthesis,
so that Diclofenac should be avoided in the last stage of the pregnancy.

Lactation:

Due to the potential adverse reactions that the product may cause in infants,

breast-feeding or administration should be discontinued taking into account the

importance of treatment for the mother.

Use in geriatrics:

There were no overall differences observed between efficacy, adverse events or

kinetic profiles compared to young adults. As with other NSAIDs, the elderly are

likely to have less tolerance to adverse reactions than younger people

Drug Interactions:

1.Diclofenac:
Oral anticoagulants and heparin: diclofenac may increase its effect.
Methotrexate: diclofenac May increase the hematologic toxicity of methotrexate.
Diuretics: diclofenac may decrease the activity of diuretics.

Sulfonylureas: diclofenac May increase the hypoglycemic effect of sulfonylureas.
Digoxin and / or lithium: diclofenac May increase plasma concentration of digoxin
and / or lithium.

Cyclosporine: diclofenac May increase nephrotoxicity of cyclosporine. Aspirin:
the Concurrent use reduces the bioavailability.

2.Vitamin B12:

Alcohol (excessive intake for more than 2 weeks), aminosalicylates, Colchicine
(especially in combination with aminoglycosides): this May reduce the absorption
of Vitamin B12 in the gastrointestinal tract.

Antibiotics: They may interfere with the microbiological test method for serum
B12 and erythrocyte determinations of Vitamin B12, resulting in falsely low results.
Folic Acid: In high and continuous doses, it can reduce the concentrations of
Vitamin B12 in the blood.

3.Betamethasone:

Aspirin: betamethasone Decreases salicylate in the blood.

Oral anticoagulants and heparin: Reducing anticoagulant effects.

Oral Contraceptives: Increases corticosteroid toxicity.

Tricyclic antidepressants: Risk of psychopathologies.

Hormones (Estrogens / Androgens): it may cause Edema and weight gain.
Immunosuppressants: Risk of developing opportunistic infections (eg, tuberculosis).
Oral antidiabetic agents and insulin: Hyperglycemia due to decreased tolerance
to carbohydrates.

Antihypertensives: Decreased antihypertensive effect by salts and water retention.
Attenuated virus vaccines: Risk of severe generalized disease.

Interferon alpha: Risk of inhibition of its action.
Enzyme inducers (eg, rifampicin, anticonvulsants such as carbamazepine, phe
nobarbital, phenytoin, primidone): Decreased corticoid activity.

Medications that induce "torsades de pointes" (antiarrhythmics like amiodarone,
bretylium, disopyramide, quinidine, sotalol and non-antiarrhythmics like astemizole,
terfenadine, vincamine, pentamidine): Possible hypokalemia caused by
corticosteroids can trigger the condition.

Digitalis: Possible hypokalemia favors the toxic effects of digitalis.
Other drugs that induce hypokalemia (certain diuretics, certain stimulant
laxatives): it can cause Additive effects.

Adverse reactions:
At therapeutic doses the product is ,@/ Qf ,@/
generally well tolerated. 0001 2000 L orians recoracor—d L. 15 10001:2004

The following adverse reactions have been described:

Incidence 1-10%: abdominal pain, headache, water and salt retention, abdominal
distension, diarrhea, dyspepsia, nausea, constipation, flatulence, abnormal liver
tests, peptic ulcer with or without perforation and / or bleeding, hypokalemia,
retention of sodium with occasional arterial hypertension and even congestive
heart failure, menstrual irregularities, vertigo, rash, pruritus, tinnitus.

Incidence <1%: malaise, lip and tongue edema, photosensitivity, anaphylactoid
reactions, isolated cases of anaphylaxis and laryngeal edema, hypertension,
congestive heart failure, vomiting, jaundice, melena, stomatitis, dry mucous
membranes, hepatitis, pancreatitis, Isolated cases of ( esophageal lesions,
hepatic necrosis, cirrhosis, hepatorenal syndrome, colitis), decreased hemoglobin,
leukopenia, thrombocytopenia, purpura, Isolated cases of ( eosinophilia, anemia,
neutropenia, agranulocytosis, pancytopenia), decreased glucose tolerance, latent
diabetes, Isolated cases of ( Cushing's syndrome, ACTH hyposecretion, adrenal
cortical atrophy, growth arrest in children), insomnia / drowsiness, depression,
anxiety, diplopia, irritability, Isolated cases of ( aseptic meningitis and seizures),
epistaxis, asthma, laryngeal edema, alopecia, urticaria, dermatitis, angioedema,
Isolated cases of ( Stevens-Johnson syndrome, erythema multiforme, blistering
dermatitis), blurred vision, scotoma, hearing loss, dysgeusia, proteinuria,
Isolated cases of ( nephrotic syndrome, oliguria, papillary necrosis, acute renal
failure, interstitial nephritis, muscular atrophy preceded by muscle weakness,
osteoporosis, bone fractures, aseptic femoral head necrosis).

Dosage and adminis

The dose will be established individually according to the medical criteria and clinical
picture of the patient.

For the film coated tablets:

Recommended dosage: 1 to 3 film coated tablets per day, preferably administered
after meals.

Overdose:

In the event of an overdose, the patient should refer to the nearest Hospital or
contact a Poison Center.

Packaging: A carton box contains 2 Blisters (Al/ Al), each contains 10 tablets
(20 tablets/carton box).

Storage conditions: Keep out of reach of children.

Store at room temperature,(15-30)°C, away from moisture and direct light.

TPP18035 THIS IS A MEDICAMENT

~ A medicament is a product but unlike any other products.

~ A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you

~ Follow strictly the doctor's prescription, the method of use and the instructions of the
pharmacist who sold the medicament. The doctor and the pharmacist are experts in
medicine, its benefits and risks

~ Do ot by yourself interrupt the period of treatment prescribed for you

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by: \‘
HAMA PHARMA Hama - Syria Nt
Tel.: +963 33 8673941 Fax: +963 33 8673943 }'HAMA PHARMA
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