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Nimesulide (Aulin/Mesulid) - 
Safety Update 

 
Nimesulide (Aulin/Mesulid) is a non-steroidal 
anti-inflammatory drug authorised in Ireland 
since 1995 for symptomatic treatment of 
oesteoarthritis, painful joint disorders such as 
tendinitis, post-operative dental pain and 
inflammation, and dysmenorrhoea.   

 
The potential for hepatic adverse effects 
following exposure to nimesulide has been an 
on-going concern to the IMB for some time. 
We previously reviewed the safety of 
nimesulide in 1999 and updated the 
prescribing information at that time to reflect 
concerns regarding hepatoxicity.  Use of 
nimesulide is contraindicated in patients with 
hepatic impairment and there are extensive 
warnings about the risks of adverse hepatic 
effects included in the product information.  In 
addition, the IMB informed healthcare 
professionals about this issue in July 1999 via 
its Drug Safety Newsletter.   

 
Following the IMB’s 1999 review, the 
company was requested to perform post-
marketing authorisation studies to address the 
safety issues.  A pilot study in 500 Irish 
patients suggested  that the safety profile of 
nimesulide was similar to that of other  
 
 
 

 
 
 
NSAIDs.  An observational study in 9,000 
Irish patients comparing the safety profile of 
nimesulide with diclofenac and ibuprofen is 
currently underway.  Interim data provided by 
the company on 1, 212 patients indicate that at 
this stage, there is no apparent difference in the 
safety profiles of the three treatments. 

 
Recently, concerns with hepatotoxicity have 
also been discussed at European level, which 
have led to a re-assessment of the overall 
benefit/risk profile of nimesulide.  The IMB is 
actively involved in this review and any 
further regulatory changes considered 
necessary will be implemented and notified 
when the review has been completed. The 
IMB is aware that marketing of nimesulide has 
been suspended in a number of countries 
(Finland, Spain and Turkey), pending the 
outcome of the review.   

 

The IMB advises prescribers to be aware of 
nimesulide's potential for hepatotoxicity,  to 
adhere strictly to the prescribing information 
and to report any suspected adverse events in 
the usual way, in order to facilitate monitoring 
of the safety of the product. 
 
Hormone Replacement Therapy   
 
The IMB has reviewed the first results of the 
recent  JAMA publication from the National 
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Institutes of Health sponsored Women’s 
Health Initiative study on hormone 
replacement therapy (HRT). The results 
confirm those of previous epidemiological 
studies, add new knowledge on the short-term 
risk effects on CHD and stroke and are the first 
to come from a large  (16,608 subjects) 
randomised clinical trial in healthy women.  
The results pertain only to the use of estrogens 
in combination with a continuously combined 
progestin. Data from the trial on the effects of 
estrogen-only preparations in hysterectomised 
women are not yet available.  It is possible that 
other types of hormonal compounds, other 
dosages and regimens of oestrogen-progestin 
combined use could yield different effects 
from those reported in this study. 
 
Summary of the data 
 
Findings of an increased risk of invasive breast 
cancer, which increased with years of use, and 
of an overall excess of risks compared with 
benefits in women taking conjugated estrogens 
(0.625mg) plus the continuously combined 
progestin, medroxyprogesterone acetate 
(MPA, 2.5mg), prompted premature stopping 
of this part of the trial after an average of 5.2 
years. 
 
The risk of CHD was increased in women 
receiving this type of HRT compared with 
placebo, during the first year of use.   
 
Several secondary health outcomes were 
studied.  The risks of stroke and venous 
thromboembolism (VTE) were elevated.  
Conversely, the risk of colorectal cancer, 
endometrial cancer and hip fractures were 
lower than in women receiving placebo. 
 
 
 
 
The reported estimates of relative risk (hazard 
ratios, hz) translate into small changes of 
absolute risks.  For 10, 000 women treated 
with oestrogen plus progestin in this way, the 
additional number of women per year who 
developed the diseases in question were 7 for 

CHD (hazard ratio = 1.29), 8 for stroke (hz = 
1.41) 18 for VTE (hz = 2.11), 8 for breast 
cancer (hz = 1.26). 
 
Correspondingly, the number of women who 
were prevented from disease were 6 for 
colorectal cancer (hz = 0.63) and 5 for hip 
fractures (hz = 0.66).  Taking all outcomes 
together, there was an excess of any risk event 
of 19 per 10, 000 women during one year.  
 
Recommendations 
 
This new information implies that long-term 
HRT with oestrogen plus progestin, and 
possibly other types of HRT, purely for 
prevention of chronic diseases should not be 
generally advised.   
 
Prescribers of HRT products are advised that 
individual benefit/risk assessments should be 
considered for users and reminded to follow 
the approved recommendations  for use in the 
short term management of climacteric 
symptoms and prevention of osteoporosis in 
women with an increased risk of future 
osteoporotic fractures.  
 
Reference 
JAMA 2002; 288:3: 321-333 
 
 
  
 
 
 
 
 
Dopaminergic substances and sudden sleep 
onset 
 
Following observations of sleep attacks in 
several patients suffering from Parkinson’s 
disease and treated with the newer dopamine 
agonists (pramipexole & ropinirole), a review 
of this issue in relation to all products 
indicated for use in the treatment of 
Parkinson’s disease was conducted at 
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European level. The IMB actively participated 
in this review.  
 
The objectives of the class review were to 
evaluate the available scientific evidence 
regarding sudden sleep onset episodes, to 
review current product information of 
dopamine agonists and to formulate proposals 
for regulatory action if required. 
 
The following medicinal products2 were 
included in the review: 
 
Levodopa (in combination with 
carbidopa/benserazide), apomorphine, 
bromocriptine, cabergoline, α- 
dihydroergocryptine, lisuride, pergolide, 
peribedil, pramipexole, quinagolide and 
ropinirole. 
 
Based on the review of available data from 
clinical studies, spontaneous reports and 
published literature, together with data on 
patient exposure, the following conclusions 
were drawn: 
 
Sleep disturbances can be a feature of 
Parkinson’s disease and a drug-disease 
interaction with dopamine agonists may 
contribute to such disturbances. 

 
All dopamine agonists, to varying degrees, 
have been associated with somnolence, which 
in some patients can be marked.  Drug 
combinations may worsen this adverse 
reaction. 

 
 
 
 
 
Within spontaneous reporting, episodes 
suggestive of sudden sleep onset have been 
reported to varying degrees for most of the 
dopamine agonists.  Even taking certain 
limitations (e.g. under-reporting, stimulated 
reporting, a wide range in patient exposure) 
into account, it appeared that these adverse 
drug reactions are more frequently reported 

with ropinirole, pramipexole and possibly 
cabergoline. 

 
Somnolence and episodes of sudden sleep 
onset can impair driving and adversely affect 
activities of daily living. 
 
Based on these conclusions and taking into 
account the differing reporting frequencies 
with regard to sudden sleep onset episodes for 
the various dopaminergic compounds, as well 
as a difference among the compounds with 
regard to the approved indications, a number 
of recommendations for changes to the product 
information have been agreed and are 
currently being implemented. 
 
1 Sudden onset of sleep, operative definition: 
Abrupt episodes of unplanned sleep during 
activities of daily living where they are not 
expected to occur (e.g. speaking, eating, 
drinking, standing, cooking and driving).  
These episodes may or may not be preceded 
by somnolence or sedation.  Depending on the 
circumstances the episodes may last a few 
minutes or hours. 
 

2 Some of the drugs are approved for other 
indications than Parkinson’s disease. 
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HMG-CoA reductase inhibitors and 
muscular disorders 
(Atorvastatin – Lipitor; fluvastatin – Lescol; 
pravastatin – Lipostat; simvastatin – Zocor). 
 
Following withdrawal of cerivastatin in 
August 2001, the European Medicines 
Evaluation Agency considered it appropriate 
to initiate a comparative assessment of muscle 
toxicity of HMG-CoA reductase inhibitors 
authorised in Europe.  The IMB actively 
participated in this review. 
 
The assessment concluded that the occurrence 
of muscle disorders associated with HMG-
CoA reductase inhibitors is a dose-dependent, 
class-effect. Due to pharmacokinetic and 
lipophilicity differences, the potential for 
induction of muscle disorders varies with 
individual products. However, on the basis of 
the available evidence, the occurrence of 
rhabdomyolysis is rare in respect of the 
products listed above. 
 
The review also resulted in a number of 
recommendations to update the product 
information and the IMB together with our 
European counterparts are currently working 
with the companies concerned to implement 
these changes. 
 
The following points should be noted: 

 
Before treatment 
 
Clinicians should prescribe statins with 
caution in patients with pre-disposing factors 
for rhabdomyolysis. A creatine kinase (CK) 
level should be measured before starting 
treatment in the following situations: 
 
- Renal impairment 
- Hypothyroidism 
- Personal or familial history of hereditary 
  muscular disordersPrevious history of 
  muscular toxicity with a statin or fibrate 
 
 
- Alcohol abuse 

- In elderly patients (age > 70 years), the 
  necessity of such measurement should be 
  considered, according to the presence of  
  other predisposing factors for  
  rhabdomyolysis. 

 
In such situations, the risk of treatment should 
be considered in relation to possible benefit.  
Clinical monitoring is recommended in these 
patients. 
 
If CK levels are significantly elevated (> 5 x 
upper limit of normal) at baseline, treatment 
should not be started. 

 
Whilst on treatment 
 
If muscle pain, weakness or cramps occur 
whilst a patient is receiving treatment, their 
CK levels should be measured. If these levels 
are found to be significantly elevated (> 
5xULN), treatment should be stopped. 
 
If muscle symptoms are severe and cause daily 
discomfort, even if CK levels are elevated to ≤ 
5 x ULN, treatment discontinuation should be 
considered. 
 
If symptoms resolve and CK levels return to 
normal, then re-introduction of the statin or 
introduction of an alternative HMG CoA 
reductase inhibitor may be considered, at the 
lowest effective dose and with close 
monitoring. 
 
Creatine Kinase measurement 
 
Creatine Kinase (CK) should not be measured 
following strenuous exercise or in the presence 
of any plausible alternative cause of CK 
increase as this makes interpretation of the 
values difficult. If CK levels are significantly 
elevated at baseline (> 5xULN), levels should 
be repeated within 5 to 7 days later, to confirm 
the results. 

Drug Safety - July 2002  - Issue No.15 
Correspondence/Comments should be marked for the attention of: 
The Pharmacovigilance Unit, Irish Medicines Board, 
Earlsfort Centre, Earlsfort Terrace, Dublin 2. Tel: 676 4971-7  Fax: 676 2517  
 4

The incidence of muscle disorders (CK 
increase, cramps, myalgia, etc.) will be 
updated in the product information, as well as 
information on the potential for the following 
potentially significant interactions:  



 
simvastatin and atorvastatin with gemfibrozil 
 
simvastatin, atorvastatin and fluvastatin with 
other drugs metabolised by cytochrome P450 
 
interactions of statins involving other 
mechanisms (e.g. P-glycoprotein, 
glucuronidation) 
 
Any suspected cases of muscle disorders 
should be notified to the IMB in the usual way, 
to facilitate on-going monitoring of this issue. 
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