Communication to industry
COX-2 inhibitors and non-selective non-steroidal anti-inflammatory drugs (NSAIDs) 


MEDICINES CONTROL COUNCIL

[image: image1.png]






[image: image2.png]( me

MEDICINES CONTROL COUNCIL




	STANDARDISED INFORMATION RELATING TO CARDIOVASCULAR AND GASTROINTESTINAL SAFETY AND HYPERSENSITIVITY REACTIONS, TO BE INCLUDED IN THE PACKAGE INSERTS FOR NON-SELECTIVE NON-STEROIDAL ANTI-INFLAMMATORY DRUGS (NSAIDs) AND COX-2 INHIBITORS


The Medicines Control Council has resolved that: 
(i) FOR ALL COX-2 INHIBITORS
The following information be included in the package inserts of COX-2 inhibitors:

· Under Contraindications:
· Established ischaemic heart disease and/or cerebrovascular disease (stroke) and peripheral arterial disease

· Perioperative analgesia in the setting of coronary artery bypass surgery (CABG)

· For sulphonamide containing moieties: Known sulphonamide hypersensitivity
· Under Warnings:
· A boxed warning:

[TRADE NAME] may predispose to cardiovascular events, gastrointestinal events, or cutaneous reactions which may be fatal.

· Serious skin reactions, which can be fatal, may occur.

· There appears to be a higher risk for cardiovascular events with higher doses and longer duration of treatment.

· Caution is advised when [TADE NAME] is prescribed to patients with cardiovascular risk factors e.g. hypertension, diabetes, smoking and hypercholesterolaemia.

· Because of its lack of platelet effects, [TRADE NAME] is not a substitute for aspirin for cardiovascular prophylaxis.

(i)
For all COX-2 inhibitors - continued
· Under Interactions:
· Because of its lack of platelet effects, [TRADE NAME] is not a substitute for aspirin for cardiovascular prophylaxis.

· There is no consistent evidence that concurrent use of aspirin mitigates the increased risk of serious cardiovascular thrombotic events associated with [TRADE NAME].

· Under Dosage and Directions for Use:
· Use the lowest effective dose for the shortest possible duration of treatment.

· Under Side Effects and Special Precautions:
· Cardiac: peripheral oedema, aggravated hypertension, arrhythmia, hypertension, palpitations, tachycardia, congestive cardiac failure, myocardial infarction, cardiovascular thrombotic events

· Neurologic: cerebrovascular incidents (strokes)

· Special Precautions: Due to inhibition of prostaglandin synthesis, fluid retention and oedema have been observed in patients taking [TRADE NAME], therefore [TRADE NAME] should be used with caution in patients with compromised cardiac function and other conditions predisposing to, or worsened by, fluid retention.  Patients with pre-existing congestive heart failure or hypertension should be closely monitored.

(ii) FOR ALL NON-SELECTIVE NSAIDs (INCLUDING ASPIRIN)
The following information be included in the package inserts of non-selective NSAIDs (including aspirin)

General

· Under Interactions:
· NSAIDs: use of two or more NSAIDs concomitantly could result in an increase in side effects

· Under Dosage and Directions for Use:
· Use the lowest effective dose for the shortest possible duration of treatment

Cardiovascular Safety
· Under Contraindications:
· Heart failure

· Under Warnings:
· Caution is required in patients with a history of hypertension and/or heart failure as fluid retention and oedema have been reported in association with [TRADE NAME] therapy.

· Under Side Effects:
· Oedema, hypertension and cardiac failure.

Gastrointestinal Safety

· Under Contraindications:
· History of gastrointestinal bleeding or perforation (PUBs) related to previous NSAIDs.

· Active or history of recurrent ulcer/haemorrhage/perforations.

(ii)
For all non-selective NSAIDs (including aspirin) – Gastrointestinal safety - continued
· Under Warnings:
· Elderly: The elderly have an increased frequency of adverse reactions to NSAIDs, especially gastrointestinal bleeding and perforation (PUBs) which may be fatal.

· The risk of gastrointestinal bleeding or perforation (PUBs) is higher with increasing doses of [TRADE NAME], in patients with a history of ulcers, and the elderly.

· When gastrointestinal bleeding or ulceration occurs in patients receiving [TRADE NAME], treatment with [TRADE NAME] should be stopped.

· [TRADE NAME] should be given with caution to patients with a history of gastrointestinal disease (e.g. ulcerative colitis, Crohn’s disease, hiatus hernia, gastro-oesophageal reflux disease, angiodysplasia) as the condition may be exacerbated.

· Under Interactions:
· Corticosteroids: increased risk of gastrointestinal ulceration or bleeding (PUBs)

· Anti-coagulants: [TRADE NAME] may enhance the effects of anti-coagulants such as warfarin

· Anti-platelet agents and selective serotonin reuptake inhibitors (SSRIs): increased risk of gastrointestinal bleeding.
· Under Side Effects and Special Precautions:
· Gastrointestinal: The most commonly observed adverse events are gastrointestinal in nature. Peptic ulcers, perforation or gastrointestinal bleeding, sometimes fatal. Nausea, vomiting, diarrhoea, flatulence, constipation, dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, exacerbation of colitis and Crohn’s disease, gastritis.
Skin Reactions
· Under Warnings:
· Serious skin reactions, some of them fatal, including exfoliative dermatitis, Stevens-Johnson syndrome, and toxic epidermal necrolyis have been reported. [TRADE NAME] should be discontinued at the first appearance of skin rah, mucosal lesions, or any other sign of hypersensitivity.
· Under Side Effects:

· Bullous reactions, including Stevens-Johnson syndrome and toxic epidermal necrolysis.
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