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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Relifex 500 mg Film-coated Tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 500 mg of nabumetone.

For afull list of excipients, see section 6.1

3PHARMACEUTICAL FORM

Film-coated Tablets
Product imported from UK
Dark red, film-coated tablets marked “ Relifex” on one side and “500” on the other.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

For the symptomatic management of various arthritides, such as rheumatoid arthritis, osteoarthritis, spondylitis, gout, and
of acute musculoskeletal disorders.

4.2 Posology and method of administration

Route of Administration

Ordl.

Recommended Dosage

Undesirable effects may be minimised by using the lowest effective dose for the shortest duration necessary to control
symptoms (see section 4.4).

Adults;

The recommended daily dose istwo tablets (1 g) taken asasingle night time dose. For severe or persistent symptoms, or
during acute exacerbations, an additional one or two tablets (500 mg to 1 g) may be given as amorning dose.

Elderly:

Total daily dosage should not exceed 1 g. Aninitial dose of 500 mg should be used. Blood levels may be higher. NSAIDs
should be used with particular caution in elderly patients who are more prone to adverse events. The lowest dose
compatible with adequate safe clinical control should be employed. Seealso 4.4.

Children:

There are no clinical datato enable a dosage recommendation to be made for children.

Where appropriate for acute conditions, including sports injuries two tablets
(1 g) may be given asaloading dose. Total dosage should not exceed 2 g aday.
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Treatment should be reviewed at regular intervals and discontinued if no benefit is seen or intolerance occurs.
4.3 Contraindications

1. Usein patientswith active or history of peptic or gastrointestinal ulceration or haemorrhage (two or more distinct
episodes of proven ulceration or bleeding).

2. Usein patients with a history of gastrointestinal bleeding or perforation related to previous NSAID therapy.

3. Usein patients hypersensitive (e.g. bronchospasm, rhinitis, urticaria) to the active ingredients, the excipients or to other
non steroidal anti-inflammatory drugs.

4. Severeheart falure.

4.4 Special warnings and precautions for use

Undesirabl e effects may be minimised by using the lowest effective dose for the shortest duration necessary to control
symptoms (see section 4.2, and gastrointestinal and cardiovascular risks below).

The safety of the drug in children has not been demonstrated and its use cannot therefore be recommended in this group.
Patients treated with NSAIDs long-term should undergo regular medical supervision to monitor for adverse events.

Gastrointestinal bleeding, Ulceration and Perforation:

Gastrointestinal bleeding, ulceration or perforation, which may be fatal, has been reported with all non-steroidal anti-
inflammatory drugs, and may occur at any time during treatment, with or without symptoms or a previous history of
serious gastrointestinal events.

Therisk of gastrointestinal bleeding, ulceration or perforation is higher with increasing non-steroida anti-inflammatory
doses, in patients with a history of ulcers, particularly if complicated with haemorrhage or perforation (see section 4.3), and
in the elderly. These patients should commence treatment on the lowest dose available. Combination therapy with
protective agents (e.g. misoprostol or proton pump inhibitors) should be considered for these patients, and also for patients
requiring concomitant low dose aspirin, or other drugs likely to increase gastrointestinal risk (see below and section 4.5).

Patients with a history of gastrointestinal toxicity, particularly when elderly, should report any unusua abdominal
symptoms (especialy gastrointestinal bleeding) particularly in the early stages of treatment.

If gastrointestinal bleeding or ulceration occursin patients receiving Relifex the treatment should be withdrawn.

Non-steroidal anti-inflammatory drugs should be given with care to patients with a history of gastrointestinal disease
(ulcerative calitis, Crohn’s disease) as these conditions may be exacerbated (see section 4.8).

In patients with renal, cardiac or hepatic impairment, caution is required since the use of NSAIDs may result in
deterioration of renal function. Assessment of renal function should occur prior to the initiation of therapy and regularly
thereafter.

Elderly
The elderly have an increased frequency of adverse reactions to non-steroidal anti-inflammatory drugs, especially
gastrointestinal bleeding and perforation which may be fatal.

Cardiovascular and cerebrovascular effects:
Appropriate monitoring and advice are required for patients with a history of hypertension and/or mild to moderate
congestive heart failure as fluid retention and oedema have been reported in association with NSAID therapy.

Clinical trial and epidemiological data suggest that use of some NSAIDs (particularly at high doses and in long term
treatment) may be associated with a small increased risk of arterial thrombotic events (for example myocardial
infarction or stroke). There are insufficient data to exclude such arisk for nabumetone.

Date Printed 28/08/2012 CRN 2119841 page number: 2



Irish Medicines Board

Patients with uncontrolled hypertension, congestive heart failure, established ischaemic heart disease, peripheral arterial
disease, and/or cerebrovascular disease should only be treated with nabumetone after careful consideration. Similar
consideration should be made before initiating longer-term treatment of patients with risk factors for cardiovascular
disease (e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking).

Femalefertility:

The use of non-steroidal anti-inflammatory drugs, such as nabumetone, may impair female fertility, and is not
recommended in women attempting to conceive. In women who have difficulty conceiving or who are undergoing
investigation of infertility, withdrawal of nabumetone should be considered.

Serious Skin Reactions:

Serious skin reaction, some of them fatal, including exfoliative dermatitis, Steven-Johnson Syndrome, and Toxic
Epiderma Necrolysis, have been reported very rarely in association with the use of non-steroidal anti-inflammatory drugs
(see section 4.8). Patients appear to be at the highest risk of these reactions occurring in the mgjority of cases within the
first month of treatment. Relifex should be discontinued at the first appearance of skin rash, mucosal lesions, or any sign of
hypersengitivity.

Concomitant use of Non-steroidal Anti-inflammatory Drugs:

The use of Relifex with concomitant non-steroidal anti-inflammatory drugs, including cyclo-oxygenase-2 selective
inhibitors should be avoided.

AsNSAIDs can interfere with platelet function, they should be used with caution in patients with intracranial hemorrhage
and bleeding diathesis.

4.5 Interaction with other medicinal products and other forms of interaction

Care should be taken in patients treated with any of the following drugs as interactions have been reported:
Anti-coagulants: Non-steroidal anti-inflammatory drugs may enhance the effects of anti-coagulants (see section 4.4).
Therefore, caution is prescribed when combining non-steroidal anti-inflammatory drugs and anticoagul ants and a recurrent

monitoring of these patientsis advised.

Anti-platelet agents: Aspirin and other anti-platel et agents may result in increased risk of gastrointestinal bleeding (see
section 4.4).

Anti-hypertensives: reduced anti-hypertensive effect.

Diuretics: reduced diuretic effect. Diuretics can increase the risk of nephrotoxicity of NSAIDs.

Cardiac glycosdes. NSAIDs may exacerbate cardiac failure, reduce GFR and increase plasma cardiac glycoside levels.
Lithium: decreased elimination of lithium.

Methotrexate: decreased elimination of methotrexate.

Ciclosporin: increased risk of nephrotoxicity with NSAIDs.

Other NSAIDs: avoid concomitant use of two or more NSAIDs.

Corticosteroids: increased risk of gastrointestinal ulceration or bleeding (see section 4.4).

Aminoglycosides. reduction in renal function in susceptible individuals, decreased elimination of aminoglycosides and
increased plasma concentrations.
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Probenecid: reduction in metabolism and eimination of NSAIDs and metabolites.

Ord hypoglycemic agents: inhibition of metabolism of sulfonylurea drugs, prolonged half-life and increased risk of
hypoglycaemia.

Selective serotonin re-uptake inhibitors (SSRIS): Increased risk of gastrointestinal bleeding (see section 4.4).

The absorption of Relifex is not impaired by food.
4.6 Fertility, pregnancy and lactation

Nabumetone should not be used in pregnancy unless considered essential by the physician. Thereisno evidence of a
teratogenic effect in animal studies. The drug appearsin the milk during lactation in rats.

4.7 Effects on ability to drive and use machines

None

4.8 Undesir able effects

Gastrointestinal disorders

The most commonly observed events are gastrointestinal in nature. Peptic ulcers, perforation or gastrointestinal bleeding,
sometimes fatal, particularly in the elderly may occur (see section 4.4).

Nausea (common), vomiting, diarrhoea, flatulence, constipation (uncommon), dyspepsia, abdomina pain, melaena,
haematemesis, ulcerative stomatitis, dry mouth, exacerbation of colitis and Crohn’s disease (see section 4.4-special

warnings and precautions for use) have been reported following administration. Less frequently gastritis has been observed.

Cardiovascular disorders
Oedema, hypertension, and cardiac failure, have been reported in association with NSAID treatment.

Clinical trial and epidemiological data suggest that use of some NSAIDs (particularly at high doses and in long term
treatment) may be associated with an increased risk of arterial thrombotic events (for example myocardial infarction or
stroke) (see section 4.4).

Skin and subcutaneoustissue disorders
Bullous reactions including Steven-Johnson Syndrome and Toxic Epidermal Necrolysis (very rare).

Headache, dizziness, confusion, sedation, hypersenstivity, anaphylaxis, anaphylactoid reaction and angioedema have also
been reported.

Hepatic side-effects of elevated liver function tests, jaundice and hepatic failure have occurred.
Thrombocytopenia has aso been reported very rarely.

There have been rare reports of rena side effects including interstitial nephritis, nephrotic syndrome and renal failure.
4.9 Overdose

Thereis no specific antidote. Treatment iswith gastric lavage followed by activated charcoa using up to 60 g orally in
divided doses, with appropriate supportive therapy.
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5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Relifex isanon-steroidal anti-inflammatory agent.

ATC code: MO1A X
5.2 Phar macokinetic properties

A prodrug for an active naphthylacetic acid metabolite with peak plasmalevels 6 hours post dose, strongly protein bound,
and excreted mainly in urine with a T¥20f 12-34 hours. Thismay be prolonged in the elderly.

5.3 Preclinical safety data

Not applicable

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium starch glycollate
Sodium lauryl sulphate
Hydroxypropyl methylcellulose
Magnesium stearate
Microcrystalline cellulose (E460)
Saccharin sodium

Liquid caramel flavour

Red carmine (E120)

Iron oxide yellow (E172)
Titanium dioxide (E171)

Tac

Polyethylene glycol 400
Carnauba wax

Purified water

6.2 Incompatibilities
Not applicable
6.3 Shelf life

The shelf life expiry date of this product is the date shown on the bottle label and outer carton of the product as
marketed in the country of origin.

6.4 Special precautionsfor storage
Keep the tabletsin the original container in order to protect from light.
6.5 Nature and contents of container

Overlabelled cardboard outer containing overlabelled HDPE bottles. Each bottle contains 56 tablets.
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6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No special requirements

7 PARALLEL PRODUCT AUTHORISATION HOLDER
B & SHeadlthcare

Unit 4 Bradfield Road

Ruidip

Middlesex HA4 ONU

United Kingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER
PPA1328/121/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 29th January 2010

10 DATE OF REVISION OF THE TEXT
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