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Ibuprofen - Review confirms small increased cardiovascular  
risk with daily doses at or above 2,400mg 

Non-steroidal anti-inflammatory drugs 
(NSAIDs) are valuable therapeutic agents in 
the treatment of pain and inflammation and 
the risk-benefit profile of these medicines 
has been closely monitored nationally 
and at EU level. Previous EU reviews have 
confirmed that NSAIDs, as a class, are 
associated with a small increased risk of 
arterial thromboembolic events (such as 
myocardial infarction and stroke) particularly 
if used at high dose and for long-term 
treatment. The product information for all 
NSAIDs warns of the risks and class labelling 
recommends that NSAIDs be used at the 
lowest effective dose for the shortest period 
of time necessary to control symptoms. 

Ibuprofen is a NSAID commonly used 
for the reduction of pain, inflammation 
and fever. The most recent EU review 
completed by the Pharmacovigilance 

Risk Assessment Committee (PRAC) has 
confirmed a small increase in the risk of 
arterial thrombotic events (e.g. myocardial 
infarction or stroke) in patients taking high 
doses of ibuprofen (at or above 2,400mg/
day). The review clarified that the risk with 
high dose ibuprofen (at or above 2,400mg/
day) is similar to the risk seen with COX-2 
inhibitors and diclofenac. There are no or 
limited data on the arterial thrombotic risk 
of ibuprofen at doses between 1200mg 
and 2400mg/day which makes it difficult 
to determine exactly how the risk changes 
over this dosage range. However the 
PRAC considered that it is likely that there 
is a dose-dependent increase in risk with 
increasing doses between 1200mg and 
2400mg/day. The review did not suggest 
an increase in cardiovascular risk with 
ibuprofen at doses up to 1,200mg/day i.e. 

at the maximum daily doses typically used 
in the case of products available as over the 
counter medicines.

The PRAC also reviewed data on the 
interaction between ibuprofen and low-
dose aspirin when the latter is taken to 
reduce the risk of myocardial infarction  
and stroke. The PRAC noted that ibuprofen 
has been shown in non-clinical studies 
to reduce the anti-platelet effects of 
aspirin. However, the epidemiological 
data available to date does not support 
a clinically significant interaction but the 
possibility that regular, long-term use of 
ibuprofen may reduce the cardioprotective 
effect of low-dose aspirin cannot be 
excluded. The review concluded that 
occasional use of ibuprofen should not 
affect the benefits of low-dose aspirin.
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•  Ibuprofen (and all NSAIDs) should be prescribed at  
the lowest dose for the shortest duration possible  
to minimise the risk of undesirable effects.

•  Cardiovascular risk may be higher in patients with 
cardiovascular disease (e.g. severe heart failure  
NYHA Class IV), and high doses of ibuprofen should  
be avoided in this population. 

•  Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, 
peripheral arterial disease, and/or cerebrovascular disease 
should only be treated with ibuprofen after careful 
consideration and high doses (2400 mg/day) should be 
avoided. 

•  Careful consideration should also be exercised before 
initiating long-term treatment of patients with risk factors  
for cardiovascular events (e.g. hypertension, hyperlipidaemia, 
diabetes mellitus, and smoking), particularly if high doses of 
ibuprofen (2400 mg/day) are required.

•  The product information (Summary of Product Characteristics 
(SmPC) and Package Leaflet (PL)) for all systemic ibuprofen-
containing products will be updated as soon as possible to 
reflect this updated advice.

•  Further information about this review is available on  
the HPRA and EMA websites.

Advice to Healthcare Professionals

http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2015/04/news_detail_002306.jsp&mid=WC0b01ac058004d5c1
http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000537.jsp&mid=WC0b01ac058058cb18 
http://www.hpra.ie
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Key Message
• The PRAC considered that there is 

a small increase in the risk of arterial 
thrombotic events (e.g. myocardial 
infarction or stroke) in patients taking 
high doses of ibuprofen (at or above 
2,400mg/day). 

•	 There	is	no	evidence	to	suggest	an	
increase in cardiovascular risk with 

ibuprofen at doses up to 1,200mg/day 
(which is the maximum daily  
OTC dose).

•	 Ibuprofen	should	be	avoided	in	
patients with existing cardiovascular 
disease and used in caution in patients 
with certain cardiac conditions (e.g. 
uncontrolled hypertension, congestive 

heart failure, established ischaemic 
heart disease etc.).

•	 There	is	no	evidence	to	suggest	that	
occasional use of ibuprofen affects the 
benefits of low-dose aspirin.

•	 Ibuprofen	should	be	prescribed	at	the	
lowest dose for the shortest duration 
possible.

* Further details on ibuprofen-containing products are available at www.hpra.ie 

•  Although morphine-induced side 
effects may occur at all ages, the 
current evidence suggests that children 
under 12 years of age are at special 
risk of life-threatening respiratory 
depression with codeine. There also 
seems to be a particular risk in those 
paediatric patients who might already 
have compromised airways.

•  Codeine for the treatment of cough 
and cold is now contraindicated 

in children below 12 years and not 
recommended in children between 
12 and 18 years with compromised 
respiratory function.

•  Codeine is contraindicated in patients 
of any age who are known to be 
CYP2D6 ‘ultra-rapid metabolisers’.

•  Use of codeine is contraindicated 
in breastfeeding women due to an 
increased risk for the child if the mother 
is an ultra-rapid metaboliser. 

•  Patients and/or carers should be made 
aware of the symptoms of morphine 
toxicity (somnolence, reduced levels of 
consciousness, lack of appetite, nausea 
and vomiting, constipation, respiratory 
depression and ‘pin-point’ pupils) and 
advised to stop codeine and seek 
medical attention immediately.

•  The product information for codeine-
containing medicines will be updated 
to reflect this information.

Advice to Healthcare Professionals

Codeine - Restricted use in children and adolescents  
for cough and cold

The use of codeine* to treat coughs 
and colds in children and adolescents 
under 18 has been restricted after an EU 
review by the EMA’s Pharmacovigilance 
Risk Assessment Committee (PRAC). This 
followed the 2013 PRAC review of codeine 
use as an analgesic in children. The 2013 
review was triggered by reports in children 
who received codeine for pain control 
after certain surgeries for obstructive sleep 
apnoea and who developed rare, but 
life-threatening adverse events, including 
death. This most recent review concluded 

that there is limited evidence that codeine 
is effective for treating cough and cold 
symptoms in children.

Codeine is converted into morphine (which 
is responsible for its pharmacological 
effects) by the cytochrome P450 enzyme 
CYP2D6. There are many genetic variations 
of CYP2D6, which affect the extent of this 
conversion in individuals. Different plasma 
morphine concentrations in patients’ blood 
leads to a variable and unpredictable risk 
of side effects due to morphine’s action 

on the brain and respiratory centre. 
Although morphine-induced side effects 
may occur in all ages, the current evidence 
suggests that children under 12 years of 
age are at special risk of life-threatening 
respiratory depression with codeine. There 
also seems to be a particular risk in those 
paediatric patients who might already have 
compromised airways. It was also noted by 
PRAC that cough and colds are generally 
self-limiting conditions and the evidence 
that codeine is effective at treating these 
conditions is limited. 

Key Message
•	 Use of codeine to treat cough and 

colds is contraindicated in children 
below 12 years old, in those known to 
be CYP2D6 ultra-rapid metabolisers 
and in breastfeeding women.

•	 Use	of	codeine	is	no	longer	
recommended in children between 
12 and 18 years with compromised 
respiratory function.

* Codeine-containing products   
 marketed in Ireland include Nurofen  
 Plus, Migraleve, Kapake, Solpadeine.  
 Further details available on  
 www.hpra.ie and www.ema.europa.eu  

http://www.hpra.ie
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Codeine_cough_or_cold_in_children/Recommendation_provided_by_Pharmacovigilance_Risk_Assessment_Committee/WC500184257.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Codeine_cough_or_cold_in_children/Recommendation_provided_by_Pharmacovigilance_Risk_Assessment_Committee/WC500184257.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2013/06/news_detail_001813.jsp&mid=WC0b01ac058004d5c1
http://www.hpra.ie
http://www.ema.europa.eu


Adverse Reaction Reporting-Reminder

The HPRA greatly appreciates the 
contribution of busy healthcare 
professionals in reporting suspected 
adverse reactions which aids in facilitating 
the continued surveillance  
of the safety of medicines. While the 
time-consuming nature of form-filling and 
the provision of follow-up is recognised 
and acknowledged; the collection and 
evaluation of comprehensive reports is 
essential to ensure that appropriately 
detailed case information is available for 
the continuous surveillance of the safety of 
medicines. Such reports are essential for 
the HPRA to ensure that regulatory action/
proposals take account of all available 
data. There are several options in place for 
reporting suspected adverse reactions to 
the HPRA. These are as follows: 

•	 By	following	the	links	(‘Report	an	Issue’	
tab) to the online reporting options 
accessible from the HPRA website 
homepage (www.hpra.ie);

•	 Using	the	downloadable	report	form	
also accessible for the HPRA website, 
which may be completed manually and 
submitted to the HPRA via ‘freepost’;

•	 Using	the	traditional	‘yellow	card’	report,	
which also utilises a freepost system. 
‘Yellow cards’ are available from the 
HPRA Pharmacovigilance department on 
request;

•	 By	telephone	to	the	HPRA	
Pharmacovigilance section (01-6764971).

Since July 2012, when new legislation came 
into force, patients and consumers across 
the EU were enabled to directly report any 
suspected adverse reactions they may have 
experienced to their national reporting 
system. Information on this option is 
available from the HPRA website and the 
package leaflet that accompanies medicines 
and has also been highlighted via patient 
organisations.  
It is HPRA practice to routinely check all 
reports received for possible duplicates of 
cases received from other sources and to 
collate all relevant information related to 
case reports, as far as possible.

The revised legislation also introduced the 
concept of additional monitoring, previously 
highlighted in the DSN (editions 50 and 53), 
to support prompt identification of any new 

safety hazards. Healthcare professionals  
and patients are particularly encouraged 
and reminded to report all adverse 
reactions associated with the use of these 
medicines, identifiable by an inverted black 
triangle on the product information. An 
explanatory statement is included both in 
the Summary of Product Characteristics 
(SmPC) and Package Leaflet (PL):

 This medicinal product is subject  
to additional monitoring

The European Medicines Agency (EMA) 
first published the list of medicines subject 
to additional monitoring in April 2013 
(which is accessible from the HPRA and 
EMA websites), with an increased focus on 
reporting of suspected adverse reactions 
associated with the products concerned. 
This list is reviewed and updated as 
necessary, following consideration by 
the Pharmacovigilance Risk Assessment 
Committee (PRAC) at its monthly meetings. 
Medicines remain on the additional 
monitoring list for a five year period, or  
until PRAC decide to remove it from the list. 

Key Message
•	 All products subject to additional 

monitoring are identifiable by a black 
inverted triangle accompanied by an 
explanatory statement in the product 

information (Summary of Product 
Characteristics (SmPC) and Package 
Leaflet (PL)).

•	 Reports	of	suspected	adverse	reactions	
to these medicines are particularly 
valuable for regulatory monitoring 
purposes. 
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EU Healthcare Professional Survey - have your say on how 
safety recommendations for medicines are communicated

HPRA is participating in an EU research 
project which seeks to survey healthcare 
professionals’ views on the safety 
communications they receive on medicines. 
Cardiologists, GPs and pharmacists will 
be surveyed from across nine European 
countries. The survey will be circulated 
in Ireland in conjunction with the Irish 
Cardiac Society, the Irish College of General 
Practitioners and the Pharmaceutical Society 
of Ireland.  

The survey examines:

•	 Healthcare	Professionals	experience	of	
regulatory safety communications such 

as this newsletter and approved direct 
healthcare professional communications 
(DHPCs) from marketing authorisation 
holders; 

•	 Healthcare	Professional	views	on	their	
effectiveness;

•	 Which	information	channels	you	prefer.

The answers will help to optimise how 
safety information is communicated in 
the future and the HPRA is committed 
to ensuring that the opinions of Irish 
healthcare professionals are reflected in this 
research.

The survey is part of an EU project called 
SCOPE (Strengthening Collaboration 
for Operating Pharmacovigilance in 
Europe) which aims to help medicines 
regulatory agencies including the HPRA to 
continuously improve its risk and benefit-
risk communication strategies for medicines 
and vaccines. 

The survey link will be distributed via email 
by the organisations mentioned above 
and will close on July 10th. For further 
information please contact medvigilance@
hpra.ie. 

http://www.hpra.ie
http://www.hpra.ie/homepage/medicines/special-topics/new-eu-pharmacovigilance-legislation
https://www.hpra.ie/docs/default-source/publications-forms/newsletters/drug-safety-newsletter-issue-no-50-november-2012.pdf?sfvrsn=2
https://www.hpra.ie/docs/default-source/publications-forms/newsletters/drug-safety-newsletter-issue-no-53-may-2013.pdf?sfvrsn=2
https://www.hpra.ie/homepage/medicines/special-topics/new-eu-pharmacovigilance-legislation/medicines-under-additional-monitoring
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/04/WC500142453.pdf
http://www.scopejointaction.eu/
http://www.scopejointaction.eu/
http://www.scopejointaction.eu/


PRODUCT SAFETY ISSUE 
Imnovid (pomalidomide) New important advice to minimise the risk of serious hepatotoxicity, interstitial    
 lung disease and cardiac failure. 
Sustiva (efavirenz) Discontinaution of Sustiva 30mg/ml Oral Solution by the end of October 2015 
Harvoni (sofosbuvir&ledipasvir) Risk of clinically significant arrhythmias when Harvoni or Daklinza in  
or Daklinza (daclatasvir)  combination with Sovaldi are given concomitantly with amiodarone. 
in combination with Sovaldi  
(sofosbuvir) 

Direct Healthcare Professional Communications published on the HPRA website since the 
last Drug Safety Newsletter
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Correspondence/Comments should be sent to the Pharmacovigilance Section, 
Health Products Regulatory Authority, contact details below.

http://www.hpra.ie/docs/default-source/3rd-party-documents/dhpc-letter-imnovid-april-2015.pdf?sfvrsn=2
http://www.hpra.ie/docs/default-source/3rd-party-documents/sustiva-dhcp-letter-23rd-april-2015-final.pdf?sfvrsn=0
http://www.hpra.ie/docs/default-source/3rd-party-documents/dhpc-ireland_final.pdf?sfvrsn=0 

