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Association of NSAIDs with atrial fibrillation

Non-steroidal anti-inflammatory drugs (NSAIDs) amne of the most widely used drug groups worldwide.
Gastrointestinal toxicity, renal impairment and tdailure associated with these drugs have beeanagern for some
time. The risk of myocardial infarction associateith NSAIDs has also been highlighted. More regettiere has been
focus on the association of NSAIDs with atrial filation (AF).

Atrial fibrillation is the most common rhythm distar in clinical practice, leading to an increasisd of thromboembolic
stroke and heart failure. Ageing patients are asirggly more likely to suffer from AF, plus theysalmay suffer from
the conditions prompting NSAID use.

Two case control analyses have examined the rigkFéflutter associated with traditional non-selgetNSAIDs. They
both showed an increased rate of AF/flutter, ofnailar magnitude, associated with NSAIDs (44% i in risk of
AF/flutter). The most recent of these also showdudgher increase in risk of AF/flutter with COX ghiibitors (nearer
70% increase in risk). An inconsistency between2luase control studies was that one showed thé imeased risk
associated witlhew NSAID use whereas the other witing term NSAID use.

There is uncertainty as to a plausible biologicechanism for NSAIDs increasing the risk of AF. N®Alcausing or
exacerbating heart failure and hence AF/flutter @@em a reasonable explanation, however thevaskstill increased
in those without heart failure or cardiovasculaedise.

Although the studies addressed many confoundersAforrisk amongst the patients analysed, there nmysdme

unaccounted for variable. Perhaps a severe undgriyiflammation in new users of NSAIDs might hawsuged an
increase in risk of AF and also prompted the usdNSAIDs. Acute pain, an indication for NSAID usesults in

autonomic activation, known to precipitate atrédtiycardias. Hence the association with the dreg dot imply a cause
and effect relationship. The indication for useN&AIDs may be the cause of AF.

To date, population based case control studieshardest available evidence. The increased risknwhtated to the
actual risk translates into 4 extra cases per geAF per 1000 new users on non-selective NSAIDO$ Aextra cases per
year per 1000 new users of COX2 inhibitors.

Although a change in current practise is not nerédgsvarranted, questions are raised about thés@ation. Diclofenac
and COX2 inhibitors, previously identified as beiagsociated with cardiovascular death, were adsociaith the
highest risk of AF. Is there a pharmacological @& SAIDs, in particular COX 2 inhibition, in relan to AF?
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