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Non-Steroidal Anti-inflammatory drugs & cardiovascular risk

Non steroidal anti-inflammatory drugs (NSAIDs) awmsed for their anti-inflammatory, analgesic andi-pytetic

properties. NSAIDs exert their effect by inhibitithe cyclooxygenase (COX) enzyme. All NSAIDs inhilhe

isoenzyme COX-2, however non-selective NSAIDs adlsnibit COX-1. Inhibition of COX-1 results in deased

production of prostaglandins and thromboxane, which involved with gastroprotection and thrombatigects.

Inhibition of COX-2 results in decreased productioh prostaglandins and prostacyclins, which areolived with

inflammation and decreased platelet aggregatiois. helieved that the mechanism for increased ogadicular adverse
outcomes with the use of selective COX-2 inhibitersdue to the lack of inhibition of thromboxaneoguction, in

conjunction with inhibition of prostacyclins. Theost likely theory for the differences between th@ADs in terms of
cardiovascular risk is their degree of selectifity COX-2 compared with COX-1.

Since the withdrawal of rofecoxib (Vioxx) from tmearket in 2004, the cardiovascular safety of allAN® has been
under scrutiny. The results of a meta-analysisd862suggested that high dose regimens of diclofamacibuprofen
were associated with an increase in cardiovas@aiants, however high dose naproxen was not. Ink@ctd006, the
Commission on Human Medicines (CHM) published aienevof safety data and concluded that diclofenas ha
thrombotic risk similar to at least one other COXrbibitor (eterocoxib), but there was no eviderstgygesting an
increased risk with ibuprofen or naproxen. The CHilished a further safety update in 2009. This imagsponse to
the results of two epidemiological studies whictggested that the adverse cardiovascular eventsiatsh with

NSAIDs were common in the general population, rélgas of baseline risk, or duration of use.

Earlier this year, a network meta-analysis wasipbbt by Trelle et al, which compared naproxenpibten, diclofenac,
celecoxib, etoricoxib, lumiracoxib, rofecoxib anthgebo. This analysis included 116,429 patientsnfB1 trials. The
primary outcome of the study was fatal or non-fath) and secondary outcomes included stroke andi@aascular

death. Two of the COX-2 inhibitors, which were poasly withdrawn from the market (rofecoxib and ismeoxib) had

the highest rate ratio of myocardial infarction jMbuprofen was associated with the highest risktimke, followed by
diclofenac. Etoricoxib, followed by diclofenac, atien ibuprofen had the highest risk of cardioviscdieath. Naproxen
had the lowest rate ratios for myocardial infanctiand cardiovascular death. The authors conclubat naproxen
seemed the least harmful NSAID (although they dikhawledge its propensity to cause gastrointestidakrse effects).
Interestingly, this meta-analysis found no cledaitien between the specificity for COX-2 and cawxdiscular risk, which
suggests that other mechanisms may contribute. by has many of the usual limitations associat#ll a meta-

analysis, however the results are in line with pmes findings. Currently, a randomized controllgdlt(the PRECISION
trial) comparing celecoxib, naproxen and ibuprafepatients with moderate cardiovascular risk,riderway.

The National Prescribing Centre UK recommends N#AIDs should be used at the lowest dose for tletast possible
time and that gastric protection with a Proton Punipbitor should be considered. They also recondréat naproxen
or low dose ibuprofen (<1200 mg/day) are the measonable options for NSAID use, and that diclodestaould be
avoided if possible, especially for those with higiidiovascular risk.
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