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DICLOFENAC HAMA PHARMA

(Diclofenac Sodium 25, 50, 75 mg)

COMPOSITION:

Each enteric-coated tablet contains:

Diclofenac sodium 25, 50, or 75 mg.

PROPERTIES / EFFECTS:

Diclofenac sodium is a non-steroidal compound with pronounced antirheumatic,

anti-inflammatory, analgesic, and antipyretic properties. Inhibition of prostaglandin

biosynthesis, which has been demonstrated in experiments, is considered

fundamental to its mechanism of action. Prostaglandins play a major role in causing

inflammation, pain, and fever. In rheumatic diseases, the anti-inflammatory and

analgesic properties of diclofenac elicit a clinical response characterised by marked

relief from signs and symptoms such as pain at rest, pain on movement, morning

stiffness, and swelling of the joints, as well as by an improvement in function. In

post-traumatic and postoperative inflammatory conditions, diclofenac rapidly relieves

both spontaneous pain and pain on movement and reduces inflammatory swelling and

wound oedema. In clinical trials diclofenac has also been found to exert a pronounced

analgesic effect in moderate and severe pain of non-rheumatic origin. In primary

glysnaenorrhoea diclofenac is capable of relieving the pain and reducing the extent of
eeding.

PHARMACOKINETICS:

Diclofenac in the enteric coated tablets is rapidly and completely absorbed after

passage through the stomach. Peak plasma concentrations are reached within 2

hours. The passage of a tablet through the stomach is slower when ingested with or

after a meal than when it is taken before a meal, but the amount of diclofenac absorbed

remains the same. Plasma concentrations are in linear proportion to the dose. 99.7%

of diclofenac is bound to serum proteins, mainly to albumin (99.4%). Diclofenac enters

the synovial fluid, where maximum concentrations are measured 2 to 4 hours after

peak plasma values have been attained. The apparent half-life for elimination from

the synovial fluid is 3 to 6 hours. Two hours after reaching peak plasma values,

concentrations of the active substance are already higher in the synovial fluid than in

the plasma, and they remain higher for up to 12 hours. The terminal half-life in plasma

is 1 to 2 hours.Approximately 60% of the administered dose is excreted via the kidneys

in the form of metabolites, less than 1% is excreted as unchanged substance, the rest

of the dose is eliminated in the form of metabolites through the bile in faeces.

INDICATIONS:

Treatment of:

inflammatory and degenerative forms of rheumatism: rheumatoid arthritis, juvenile

rheumatoid arthritis, ankylosing spondylitis, osteoarthritis and spondylarthritis.

painful syndromes of the vertebral column.

non-articular rheumatism; acute attacks of gout.

post-traumatic and post-operative pain, inflammation, and swelling.

Painful and/or inflammatory conditions in gynaecology e.g. primary dysmenorrhoea

or adenexitis.

as an adjuvant in severe painful inflammatory infections of the ear, nose, or throat,

e.g. pharyngotonsillitis, oitis.

Fever alone is not an indication.

CONTRAINDICATIONS

DICLOFENAC HAMA PHARMA is contraindicated in the following cases:

Active gastric or intestinal ulcer, bleeding or perforation.

Severe hepatic, renal or cardiac failure.

Known hypersensitivity to the active substance or to any of the excipients.

Like other non-steroidal anti-inflammatory drugs (NSAIDs), diclofenac is also

contraindicated in patients in whom attacks of asthma, urticaria, or acute rhinitis are

precipitated by acetylsalicylic acid or other NSAIDs.

Last trimester of pregnancy.

SIDE EFFECTS:

Diclofenac may cause blood disorders, skin rashes, disturbances of the gut such as

diarrhoea, constipation, nausea, vomiting or abdominal pain, indigestion (dyspepsia),

ulceration or bleeding of the stomach or intestine, decreased kidney function, loss of

appetite, and alteration in results of liver function tests.

PRECAUTIONS & WARNINGS:

Cardiovascular Thrombotic Events: All NSAIDs, both COX-2 selective and

nonselective, may have a risk of serious cardiovascular (CV) thrombotic events,

myocardial infarction, and stroke. Patients with known CV disease or risk factors for CV

disease may be at greater risk. To minimize the potential risk for an adverse CV event

in patients treated with an NSAID, the lowest effective dose should be used for the

shortest duration possible. Physicians and patients should remain alert for the

development of such events, even in the absence of previous CV symptoms. Patients

should be informed about the signs and/or symptoms of serious CV events and the

steps to take if they occur.

Hypertension: NSAIDs, including diclofenac sodium, should be used with caution in

patients with hypertension. Blood pressure (BP) should be monitored closely during

the initiation of NSAID treatment and throughout the course of therapy.

Congestive Heart Failure and Edema Renal Effects: Fluid retention and edema
have been observed in some patients taking NSAIDs. Diclofenac sodium should be
used with caution in patients with fluid retention or heart failure.

Risk of GI L and Per i NSAIDs, including diclofenac
sodium, can cause serious gastrointestinal (Gl) adverse events including inflammation,
bleeding, ulceration, and perforation of the stomach, small intestine, or large intestine,
which can be fatal. These serious adverse events can occur at any time, with or
without warning symptoms, in patients treated with NSAIDs. NSAIDs should be
prescribed with extreme caution in those with a prior history of ulcer disease or
gastrointestinal bleeding. Patients with a prior history of peptic ulcer disease and/or
gastrointestinal bleeding who use NSAIDs have a greater than 10-fold increased risk
for developing a Gl bleed compared to patients with neither of these risk factors. Other
factors that increase the risk for Gl bleeding in patients treated with NSAIDs include
concomitant use of oral corticosteroids or anticoagulants, longer duration of NSAID
therapy, smoking, use of alcohol, older age, and poor general health status. Most
spontaneous reports of fatal Gl events are in elderly or debilitated patients and
therefore, special care should be taken in treating this population. To minimize the
potential risk for an adverse Gl event in patients treated with an NSAID, the lowest
effective dose should be used for the shortest possible duration. Patients and
physicians should remain alert for signs and symptoms of Gl ulceration and bleeding
during NSAID therapy and promptly initiate additional evaluation and treatment if a
serious Gl adverse event is suspected. This should include discontinuation of the
NSAID until a serious Gl adverse event is ruled out. For high risk patients, alternate
therapies that do not involve NSAIDs should be considered.

Renal Effects: Caution should be used when initiating treatment with diclofenac
sodium in patients with considerable dehydration. Long-term administration of NSAIDs
has resulted in renal papillary necrosis and other renal injury. Renal toxicity has also
been seen in patients in whom renal prostaglandins have a compensatory role in the
maintenance of renal perfusion. Patients at greatest risk of this reaction are those with
impaired renal function, heart failure, liver dysfunction, those taking diuretics and ACE
inhibitors, and the elderly.

Anaphylactoid Reactions: As with other NSAIDs, anaphylactoid reactions may occur
in patients without known prior exposure to diclofenac sodium. Diclofenac sodium
should not be given to patients with the aspirin triad. This symptom complex typically
occurs in asthmatic patients who experience rhinitis with or without nasal polyps, or
who exhibit severe, potentially fatal bronchospasm after taking aspirin or other
NSAIDs. Emergency help should be sought in cases where an anaphylactoid reaction
oceurs.

Skin Reactions: NSAIDs, including diclofenac sodium, can cause serious skin
adverse events such as exfoliative dermatitis, Stevens-Johnson Syndrome (SJS), and
toxic epidermal necrolysis (TEN), which can be fatal. These serious events may occur
without warning. Patients should be informed about the signs and symptoms of serious
skin manifestations and use of the drug should be discontinued at the first appearance
of skin rash or any other sign of hypersensitivity.

Pregnancy (category C): DICLOFENAC HAMA PHARMA should not be used during
pregnancy, particularly in the last trimester.

Nursing mothers: Lactation should be discontinued during the use of this product.
DRUG INTERACTIONS:

Diclofenac may raise plasma concentrations of lithium or digoxin. An increased risk
of haemorrhage in patients receiving Diclofenac and anticoagulants concomitantly
has been reported in isolated cases although this has not been confirmed in clinical
studies. Like other NSAIDs, concomitant use of diclofenac with diuretics or
antihypertensive agents may cause a decrease in their antihypertensive effect.
Therefore, the combination should be administered with caution and patients,
especially the elderly, should have their blood pressure periodically monitored.
Patients should be adequately hydrated and consideration should be given to
monitoring of renal function after initiation of concomitant therapy and periodically
thereafter, particularly for diuretics and ACE inhibitors due to the increased risk
of nephrotoxicity. Concomitant treatment with potassium-sparing drugs may be
associated with increased serum potassium levels, which should therefore be
monitored frequently. Concomitant administration of systemic NSAIDs and SSRIs may
increase the risk of gastrointestinal bleeding. Monitoring of the blood glucose level is
recommended as a precautionary measure during concomitant therapy of Diclofenac
and antidiabetic drugs. Caution is recommended when NSAIDs are administered less
than 24 hours before or after treatment with methotrexate, since blood concentrations
of methotrexate may rise and the toxicity of this substance may be increased.
Diclofenac, like other NSAIDs, may increase the nephrotoxicity of cyclosporin due to
the effect on renal prostaglandins. Therefore, it should be given at doses lower than
those that would be used in patients not receiving cyclosporin.

DOSAGE & ADMINSTRATION:

Diclofenac sodium may be administered as 25 mg, 50 mg, or 75 mg delayed-release
tablets. Regardless of the indication, the dosage of diclofenac should be individualized

(ENTERIC-COATED TABLETS)

to the lowest effective dose to minimize adverse effects. The maximum recommended
daily dose is 150 mg. Diclofenac sodium should be taken with food and the tablets
should be swallowed whole.

Adults:

Osteoarthritis: The recommended dosage is 100 to 150 mg/day in divided doses, 50
mg b.i.d. or t.i.d. or 75 mg b.i.d. Dosages above 150 mg/day have not been studied in
patients with osteoarthritis.

Rheumatoid Arthritis: The recommended dosage is 150 to 200 mg/day in divided
doses, 50 mg t.i.d. or g.i.d., or 75 mg b.i.d. Dosages above 225 mg/day are not
recommended in patients with rheumatoid arthritis.

Ankylosing Spondylitis: The recommended dosage is 100 to 125 mg/day,
administered as 25 mg q.i.d., with an extra 25 mg dose at bedtime if necessary.
Dosages above 125 mg/day have not been studied in patients with ankylosing
spondylitis.

Primary dysmenorrhoea: The daily dose should be individually adjusted and is
generally 50 to 150 mg. A dose of 50 to 100 mg should be given initially and, if
necessary, increased over the course of several menstrual cycles up to a maximum of
200 mg/day. Treatment should be started upon appearance of the first symptoms and,
depending on the symptomatology, continued for a few days.

OVERDOSAGE:

Overdosage can cause symptoms such as vomiting, gastrointestinal haemorrhage,
diarrhoea, dizziness, tinnitus or convulsions. In the event of significant poisoning, acute
renal failure and liver damage are possible. Management of acute poisoning with
NSAIDs essentially consists of supportive measures and symptomatic treatment.
Supportive measures and symptomatic treatment should be given for complications
such as hypotension, renal failure, convulsions, gastrointestinal disorder, and
respiratory depression.

Special measures such as forced diuresis, dialysis or haemoperfusion are probably
of no help in eliminating NSAIDs due to the high protein binding and extensive
metabolism. Activated charcoal may be considered after ingestion of a potentially toxic
overdose, and gastric decontamination (e.g. vomiting, gastric lavage) after ingestion of
a potentially life-threatening overdose.

PACKING:

20 enteric-coated tablets of 25 mg/carton box.
20 enteric-coated tablets of 50 mg/carton box.
20 enteric-coated tablets of 75 mg/carton box.
STORAGE:

Keep out of reach of children.
Store at room temperature, below 25°C, away from moisture & light.

TPP120594 THIS IS A MEDICAMENT

~ Amedicament 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 ~phar-
macist who sold the medicament. The doctor and the pharmacist are experts in - medicine,
its benefits and risks.

~ Do not 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
Tel.: +963 33 8673941 Fax: +963 33 8673943 =

HAMA PHARMA
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