ARTIS

Film Coated Tablets

REVAPHARMA

Composition:

Each Artis 275 Film Coated Tablet contains:

Naproxen Sodium 275 (Naproxen 250 mg).

Each Artis 550 Film Coated Tablet contains:

Naproxen Sodium 550 (Naproxen 500 mg).

Pharmacological Properties & Mechanism of Action:
Naproxen Inhibits synthesis of prostaglandins in body tissues by
inhibiting at least 2 cyclooxygenase (COX) isoenzymes, (COX-
1 and COX-2).

May inhibit chemotaxis, alter lymphocyte activity, decrease
proinflammatory cytokine activity, and inhibit neutrophil aggre-
gation; these effects may contribute to anti-inflammatory activity.
Pharmacokinetics:

Naproxen is completely absorbed from the gastro-intestinal
tract, and peak plasma levels are reached in 2 to 4 hours.
Naproxen is present in the blood mainly as unchanged drug,
extensively bound to plasma proteins. The plasma half-life is
between 12 and 15 hours, enabling a steady state to be achieved
within 3 days of initiation of therapy on a twice daily dose
regimen. The degree of absorption is not significantly affected
by either foods or most antacids. Metabolized in liver via conju-
gation. Excretion is almost entirely via the urine.

Indications:

Artis is indicated in adults for the management of pain associat-
ed with the following conditions: Rheumatoid arthritis, juvenile
arthritis, osteoarthritis, ankylosing spondylitis, dysmenorrhea,
acute gout, migraine.

It is also indicated in children in case of juvenile rtheumatoid
arthritis.

Contraindications:

Artis should not be used if:

- Known hypersensitivity to NSAIDs, aspirin, naproxen or any
of the excipients.

- Patients with a history of asthma, urticaria, or other allergic
reactions after taking aspirin or other NSAIDs.

- Perioperative pain during coronary artery bypass graft (CABG)
surgery.

- Patients with a history of peptic ulceration, active gastrointes-
tinal bleeding, or gastrointestinal perforation associated with
previous treatment with NSAIDs.

- Severe kidney, liver or heart failure.

- The last third of pregnancy.

‘Warnings & Precautions:

- Cardiovascular: Nonsteroidal anti-inflammatory drugs
(NSAIDs) may increase the risk of cardiovascular thrombosis,
myocardial infarction (MI), and stroke. These risks may increase
with duration of use.

- Digestive system: NSAIDs may increase the risk of serious
side effects in the digestive system, including bleeding, ulcer-
ation, and perforation of the stomach or intestine.

- Naproxen should be taken with caution in cases of congestive
heart failure (CHF), high blood pressure, renal/hepatic insuffi-
ciency, or asthma.

- May cause anaphylactic reactions, even in patients not previ-
ously exposed to NSAIDs.

- May increase the risk of hyperkalemia in the elderly, kidney
patients, or diabetics, especially when used in conjunction with
medications that increase hyperkalemia.

- Renal Failure: Use should be avoided in patients with a creati-
nine clearance less than 30 ml / minute.

Pregnancy & Lactation:

Pregnancy: Studies regarding the potential fetal risk of NSAID
use in women in the first or second trimester of pregnancy are
inconclusive. Artis should not be used during the first and sec-
ond trimester of pregnancy unless the expected benefits to the
mother outweigh the potential risks to the fetus.

Lactation: Naproxen is found in the milk of breastfeeding moth-
ers. The use of Artis should be avoided during Lactation.
Driving & Using Machines:

Some patients may experience drowsiness, dizziness, lighthead-
edness, insomnia, fatigue, visual disturbances or depression
when using naproxen. Therefore, patients should be warned
about operating machinery and driving cars while taking Artis.
Drug Interactions:

Apixaban: Both naproxen and apixaban reduce blood clotting,
which increases the risk of bleeding.

Angiotensin-converting enzyme inhibitors (ACEI): NSAIDs
may reduce the blood pressure-lowering effect of ACE inhibi-
tors. Concomitant use may also result in a significant decrease
in renal function and an increased risk of renal insufficiency,
especially in patients with pre-existing impaired renal function.
Methotrexate: Naproxen increases levels of methotrexate by
decreasing renal clearance.

Tacrolimus: Concomitant administration increases risk of
nephrotoxicity.

Other NSAIDs: Combination may increase the risk of adverse
effects.

Side Effects:

Gastrointestinal disorders such as Nausea, vomiting, consti-
pation, diarrhea, flatulence, indigestion, , and in severe cases
gastrointestinal bleeding, neutropenia, thrombocytopenia, granu-
locytopenia, hypersensitivity reactions, hyperkalemia, insomnia,
depression, confusion, hallucinations, convulsions, dizziness,
headache, vertigo, drowsiness.

Dosage & Administration:

Adults:
¢ Pain management: 500 mg orally initially, then 250 mg orally

every 6-8 hours or 500 mg orally every 12 hours, not to exceed
1250 mg/day of naproxen on day one. Subsequent daily doses
should not exceed 1000 mg of naproxen.

¢ Rheumatoid arthritis, osteoarthritis, ankylosing spondylitis:
500-1000 mg per day divided over 12 hours, may increase to
1500 mg per day if well tolerated for a limited period.

¢ Dysmenorrhea: 500 mg orally initially, then 250 mg orally
every 6-8 hours, not to exceed 1250 mg on the first day. Subse-
quent doses should not exceed 1000 mg per day of naproxen.

¢ Acute gout: 750 mg initially, followed by 250 mg every 8
hours until the disease subsides.

¢ Migraine: 750 mg orally initially, an additional 250-500 mg
may be given, if necessary, not to exceed 1250 mg in 24 hours.
Children:

¢ Pain management:

Ages above 2 years: 5-7 mg/kg orally every 8-12 hours. Do not
exceed 1000 mg per day.

Age older than 12 years: 500 mg orally initially, then 250 mg
orally every 6-8 hours or 500 mg orally every 12 hours, not

to exceed 1250 mg per day of naproxen during the first day.
Subsequent daily doses should not exceed 1000 mg of naproxen.
Naproxen.

¢ Juvenile rheumatoid arthritis: Age above 2 years: 10 mg/kg/
day orally divided every 12 hours, not to exceed 15 mg/kg/day.
Overdose:

Symptoms: Symptoms include headache, heartburn, nausea,
vomiting, and epigastric pain, gastrointestinal bleeding, and
rarely diarrhea, confusion, drowsiness, and dizziness. In cases
of severe poisoning, acute kidney failure and liver damage are
possible.

Treatment: Patients should be treated symptomatically as
required. Give activated charcoal within one hour of taking

the overdose. Giving diazepam intravenously to treat recurrent
or prolonged convulsions. Hemodialysis does not reduce the
concentration of naproxen in plasma due to the high degree of
protein binding, but it is appropriate for a patient with renal
failure who has taken an overdose of naproxen.

Storage:

Store below 25°C.

Keep out of reach of children.

Packaging:

Each Artis Carton Box contains 20 Film Coated Tablets in two
blister strips.
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