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Fact sheet        1 5  S ep tem b er  2 0 0 6  

Diclofenac and cardiovascular risk 

• Paracetamol is preferred first line to NSAIDs because it is an effective analgesic and has a 

much low er risk  of adverse effects.  C onsider adding an NSAID w hen paracetamol ( and non 

drug therapy )  does not provide adeq uate pain relief.  

• W hen considering starting or sw itching NSAIDs,  consider the individual patient’ s risk  of all 

adverse effects,  including cardiovascular,  gastrointestinal and renal complications.  

• People at high risk  of the above adverse effects should avoid using an NSAID if possible.  

• If an NSAID is used,  it should be at the low est effective dose for the shortest possible 

duration to minimise the risk  of adverse effects.  

M edia reports of a study  show ing an increased risk  of serious vascular events ( such as my ocardial 

infarction)  associated w ith diclofenac have raised concerns that patients tak ing diclofenac should 

be sw itched to another NSAID. 1

W hat d o es thi s r ev i ew  m ean  f o r  p eo p l e tak i n g  d i cl o f en ac?  

At present it is difficult to say  w ith any  certainty  that one NSAID is associated w ith higher risk  

than another.  It w ould be premature to recommend that all patients immediately  stop tak ing 

diclofenac on the basis of this review  alone.  T he review  does not provide definitive evidence of 

elevated vascular risk  w ith diclofenac.  In addition,  evidence of vascular risk  associated w ith 

diclofenac should be considered alongside other k now n risk s of NSAIDs.  

T he decision to use an NSAID and the choice of drug should tak e into account the individual 

patient’ s risk  of all adverse effects.  T his includes the possibility  of serious gastrointestinal 

complications such as perforations and bleeding.  Diclofenac is associated w ith a low er risk  of 

gastrointestinal complications than some other NSAIDs,  so a sw itch from it to an alternative 

could lead to an increase in the risk  of these adverse effects.  

F urther light w ill be shed on this issue as evidence continues to emerge.  In particular,  the results 

of the T herapeutic G oods Administration’ s assessment of the safety  of NSAIDs are still to be 

released.  

 



 

 

W hat i s the ev i d en ce f o r  v ascu l ar  r i sk  asso ci ated  w i th d i cl o f en ac an d  

o ther  N S A I D s?  

T he study  is a sy stematic review  of observational studies ( that is,  cohort and case–control 

studies) .  It found an elevated risk  of serious vascular events — mainly  my ocardial infarction — 

associated w ith several C O X  2  selective and conventional NSAIDs ( T able 1 ) . 1 In particular,  it 

suggested that the relative risk  of serious cardiovascular events w as increased by  4 0 %  amongst 

people tak ing diclofenac compared w ith people not tak ing an NSAID.  

T he results of the review  must be interpreted bearing in mind the limitations of observational 

studies.  O bservational studies reflect ‘ real w orld’  use of medicines but they  are much more 

susceptible to bias than randomised controlled trials.  T he studies included in the review  took  

into account differences betw een the groups in some risk  factors for vascular events,  such as age,  

sex  and use of other medicines.  H ow ever,  most w ere unable to adj ust for other potential 

confounders such as body  mass index ,  smok ing and use of over the counter NSAIDs.  U ndetected 

differences betw een groups probably  remained,  w hich might have biased the results,  so that the 

true effect siz e is unk now n.  

O ther evidence for an association betw een use of diclofenac or other conventional NSAIDs and 

elevated cardiovascular risk  is scarce and comes either from trials not designed to assess vascular 

event risk  or from observational studies.  E vidence about the vascular risk  associated w ith C O X  2  

selective NSAIDs ( such as celecox ib,  lumiracox ib and rofecox ib)  is more reliable,  because large 

randomised controlled trials have been conducted to specifically  address this q uestion.  

C o n si d er  the r i sk  o f  all ad v er se ef f ects w hen  cho o si n g  an  N S A I D  

T he recent media reports focus on the potential vascular adverse effects of NSAIDs.  NSAIDs can 

also cause serious gastrointestinal adverse effects.  C arefully  consider an individual’ s risk  of 

gastrointestinal,  as w ell as vascular,  adverse effects w hen choosing an NSAID.  Patients j udged to 

be at higher risk  of adverse effects should avoid using an NSAID if possible.  

O n average 7  in 1 0 0 0  people w ith osteoarthritis and 1 3 in 1 0 0 0  w ith rheumatoid arthritis w ho 

tak e an NSAID for 1  y ear w ill ex perience a serious gastrointestinal adverse effect such as 

perforation,  obstruction or bleeding. 2 Individuals vary  in their risk  of gastrointestinal adverse 

effects — the incidence of complications is higher in people w ith risk  factors such as 

age > 6 5  y ears,  a history  of gastroduodenal ulcer and concomitant corticosteroids or 

anticoagulants.  T he choice and dose of NSAID also influences gastrointestinal risk .  Diclofenac ( in 

addition to celecox ib,  ibuprofen ≤ 1 2 0 0  mg and lumiracox ib)  is associated w ith a low  risk  of 

gastrointestinal adverse effects.  F or people w ith risk  factors for gastrointestinal complications,  it 

is particularly  important to choose an NSAID w ith a low  risk  of causing these adverse effects.  

In clinical trials,  approx imately  1 2  in 1 0 0 0  people tak ing a C O X  2  selective NSAID for a y ear have 

ex perienced serious vascular events — 3 per 1 0 0 0  more than w ith placebo treatment. 3 T his 

increased number of events w ould be higher amongst people at higher baseline cardiovascular 

risk .  E vidence to distinguish betw een the NSAIDs in terms of cardiovascular risk  is still emerging.  

At present it is difficult to say  w ith any  certainty  that one NSAID is associated w ith higher risk  

than another.  

NSAIDs can also cause acute renal failure and may  ex acerbate heart failure sy mptoms or cause 

them to develop in certain susceptible people.  T o date there is little evidence that NSAIDs differ 

in their propensity  to cause these adverse effects.  



 

 

M i n i m i si n g  the r i sk :  l o w est d o se,  sho r test d u r ati o n  

If an NSAID is necessary ,  it should be used at the low est effective dose and for the shortest time 

possible to minimise the risk  of adverse effects.  F or persistent pain,  adding short courses of an 

NSAID to regular paracetamol can help to control intermittent pain w hile minimising the risk  of 

adverse effects.  

O ther  N P S  r eso u r ces ab o u t N S A I D s 

F or more information,  see also:  

• N P S  R A D A R  ‘ E levated cardiovascular risk  w ith NSAIDs? ’ 1  August 2 0 0 5  

• NPS New s 4 7 :  Analgesic options for pain relief,  August 2 0 0 6  

• Prescribing Practice R eview  35 :  Analgesic choices in persistent pain,  September 2 0 0 6  

T he NPS program,  A n alg e s i c  c h o i c e s  i n  p e r s i s t e n t  p ai n ,  includes a range of educational resources 

and activities — including educational visiting,  case studies and clinical audits — focusing on safe 

and effective use of analgesics in osteoarthritis and persistent back  pain.  

 

Table 1: Risk of serious vascular events associated with NSAIDs in a 

sy stem atic review of observational studies 

Drug  Relative risk of a serious vascular event*  

( 9 5 %  confidence interval)  

C elecox ib 1 . 0 6  ( 0 . 9 1  to 1 . 2 3)  

Diclofenac 1 . 4 0  ( 1 . 1 6  to 1 . 7 0 )  

Ibuprofen 1 . 0 7  ( 0 . 9 7  to 1 . 1 8 )  

M elox icam 1 . 2 5  ( 1 . 0 0  to 1 . 5 5 )  

Naprox en  0 . 9 7  ( 0 . 8 7  to 1 . 0 7 )  

Pirox icam 1 . 0 6  ( 0 . 7 0  to 1 . 5 9 )  

R ofecox ib ( ≤ 2 5  mg/ day )  1 . 33 ( 1 . 0 0  to 1 . 7 9 )  

R ofecox ib ( > 2 5  mg/ day )  2 . 1 9  ( 1 . 6 4  to 2 . 9 1 )  

*Serious vascular events evaluated in included studies were first or any fatal or non�fatal m yocardial 

infarction,  unstab le ang ina p ectoris,  any th rom b oem b olic cardiovascular event,  isch aem ic strok e and 

sudden cardiac death .  

 

 

 

T he information contained in this material is derived from a critical analy sis of a w ide range of 

authoritative evidence.  Any  treatment decisions based on this information should be made in 

the contex t of the clinical circumstances of each patient.  
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