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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 of 
on-going concern to the IMB. 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 and 
July 2002, via its Drug Safety Newsletter. 

 
Concerns regarding the potential for 
nimesulide associated hepatotoxicity have also 
been discussed at European level, which have 
led to a formal Referral for re-assessment of 
the overall benefit/risk profile of the product. 
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 Finland and Spain, pending 
the outcome of the review.   

 
This withdrawal in a number of countries 
prompted the Spanish Regulatory Authority to 
compare the risks of hepatotoxicity associated 
with various nonsteroidal anti-inflammatory 
drugs (NSAIDs) marketed in Spain during the 
1990s. The results of this study indicated that 
nimesulide had a higher risk of hepatotoxicity 
than comparators, and in addition, nimesulide 
reactions were more severe1.  

 
To date, the IMB has received a total of 18 
reports of hepatotoxicity suspected in 
association with nimesulide. Two of these 
cases resulted in a fatal outcome. The first 
involved an 80 year old lady who died due to 
cholestatic hepatitis. This case was 
confounded due to her underlying condition 
and by the fact that she was also taking a 
number of other potentially hepatotoxic 
medications. The second case involved a 58 
year old lady who died due to multi-organ 
failure secondary to drug-induced fulminant 
hepatitis. This patient also received other 
potentially hepatotoxic medicines. 2 

 
The IMB would like to remind prescribers to 
be aware of the nimesulide's potential for 
hepatotoxicity, to adhere strictly to the 
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prescribing information and to report any 
suspected adverse events in the usual way, in 
order to facilitate on-going monitoring of the 
safety of the product. 
 
References: 
1. Clin. Pharm.  & Ther., 2002; 27, 5: 596-597 
2. Lancet 1999; 353: 40-41 
 
Lariam (Mefloquine) 
 
Mefloquine is anti-malarial product authorised 
for both prophylaxis and treatment of malaria.  
In Ireland, it has been approved for use in 
these indications since 1989 and is estimated 
that approximately 27.4 million patients have 
been treated worldwide to date. 
 
Concerns about the potential for Lariam to 
cause neuropsychiatric disorders were first 
identified several years ago and were reviewed 
at both National and European level.  At that 
time, the product information was updated to 
include warning statements on the risk and a 
“Dear Doctor” letter was circulated.  In 
addition, the IMB included an item on the 
product in its Drug Safety Newsletter.1 Since 
that time, the IMB has continued to monitor 
this issue and remains of the view that the 
benefit/risk profile for the product remains 
acceptable.  However, following further recent 
changes to the product information the IMB 
wishes to draw your attention to all of the 
relevant warnings, which are as follows: 
 
Contraindications 
Patients with a history of psychiatric 
disturbances (including depression) or 
convulsion should not be prescribed Lariam 
prophylactically, as it may precipitate these 
conditions.   
 
Special Warnings & Precautions 
If psychiatric disturbances occur during 
prophylactic use, Lariam should be 
discontinued and an alternative prophylactic 
agent should be recommended. 
Undesirable Effects 
Psychiatric reactions sometimes disabling and 
prolonged have been reported in association 

with Lariam, in some cases these symptoms 
have been reported following discontinuation 
of treatment.  These include depression, mood 
changes, anxiety, confusion, hallucinations, 
panic attacks, restlessness, forgetfulness, 
psychosis and paranoia, emotional instability, 
aggression and agitation.  There have been rare 
reports of suicidal ideation and suicide, 
however a causal relationship with drug 
administration has not been established.   
 
Any suspected cases of neuropsychiatric 
effects should be reported to the IMB in 
the usual way. 
 
Reference: 
1. IMB Drug Safety Newsletter 1996; 2:4 
 
Exolise [green tea hydroalcoholic extract] 
 
Exolise is a product used as an aid to slimming 
that contains hydroalcoholic extracts of green 
tea.  This product is not authorised as a 
medicinal product by the IMB.  However, 
following notification of a number of cases of 
liver damage suspected in association with the 
use of Exolise in France and Spain, the 
company, Electramed Ltd., have initiated a 
recall of the product from the Irish market at 
the request of the IMB.  The product has also 
been recalled from other EU markets. To date, 
the IMB has not received any reports of 
suspected adverse drug reactions (ADRs) 
associated with use of Exolise in Ireland. 
 
Additional information has been requested 
from the company by the French authority for 
further review & evaluation. The IMB will 
continue to liase with Electramed Ltd., the 
Irish distributor of the product, and our EU 
colleagues to monitor this issue & consider 
any further action necessary.   Any reports of 
suspected ADRs associated with the use of 
Exolise should be reported to the IMB in the 
usual way.  
 
Hormone Replacement Therapy 
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The IMB has reviewed the recent JAMA 
publications on the findings of the Women's 
Health Initiative Memory Study (WHIMS) 
regarding the risk of dementia & cognitive 
impairment, and considered its implications 
for the use of HRT.1 

The results of this study indicate that 
oestrogen plus progestogen HRT in 
postmenopausal women of 65 years and over 
does not protect against mild cognitive 
impairment and may increase the risk for 
possible dementia. The excess risk of dementia 
associated with HRT is estimated to be an 
additional 23 cases per 10,000 women who use 
oestrogen plus progestogen HRT per year.  

In Ireland, HRT is not authorised for the 
improvement or prevention of cognitive 
impairment and is generally used, by women 
who are much younger than those studied, for 
the relief of acute menopausal symptoms. 

These  results are unexpected and in contrast 
to most of the earlier research on the effects of 
HRT on dementia or memory function. The 
data relate to one particular product (Premique 
2.5mg, which is not currently marketed in 
Ireland) and may not apply to other 
oestrogen/progestogen combinations, doses or 
routes of administration. Further research is 
necessary to determine whether the results are 
supported and whether they apply to other 
forms of HRT. Results from the on-going 
study regarding oestrogen-only treatment are 
awaited.  

Despite the findings of the study, the IMB 
considers that the overall benefits of treatment 
with HRT for the short term treatment of 
severe menopausal symptoms outweigh the 
risks.  

Prescribers are reminded that the decision to 
use HRT should be determined on an 
individual basis, taking account of age, 
history, risk factors etc. In addition, an 
individual's risks and benefits should be 
regularly reappraised (at least annually) with 
continued HRT use, in keeping with the 
current recommendations for use.   

References: 

JAMA 200; 289:20 2651-2662, 2663-2672 , 
2673-2684 &  2717-2719 
Update on combined oral contraceptives 
(COCs) 
 
The results of a WHO – commissioned 
systematic review to examine the relationship 
between cervical cancer and duration and 
recency of use hormonal contraceptives, with 
particular attention to human papilloma virus 
infection was recently published in the Lancet 
(Beral et al).1 

 

An increased risk of cervical cancer in long 
term users of COCs has previously been 
reported in some epidemiological studies, but 
there is some controversy about the extent to 
which these findings may be due to the 
confounding effects of sexual behaviour and 
other factors such as human papilloma virus 
(HPV).   
 
The findings of this review suggest that 
women who use COCs for more than five 
years are slightly more likely to develop 
cervical cancers than those who have never 
used and that use of COCs for ten or more 
years may double the likelihood of developing 
cervical cancer. The results of this study 
emphasise the importance of regular smear 
tests. 
 
The product information for COCs currently 
refers to the association between long term 
exposure to COCs and cervical cancer and 
prescribers are reminded of the following: 
 
The overall benefits and risks of treatment 
should be fully discussed with patients.  
 
A thorough examination should be undertaken 
prior to initiation of treatment and at regular 
intervals (approximately every 6 months) 
during use of COCs. 
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B. Braun Ecoflac Plus Container Range & 
Risk of Air Embolism 
 
B Braun Medical Ltd markets a number of 
solutions in so-called ‘Ecoflac Plus’ 
containers, including compound sodium 
lactate, mannitol and gelofusine.  
 
Ecoflac Plus containers are polyethylene (i.e. 
non-PVC), semi-rigid containers that contain 
significant volumes of air. To ensure their safe 
and correct use, and so avoid the risk of air 
embolism, please note the following important 
safety information:  

 
Crystalloid & Other Solutions in Ecoflac Plus 
containers are currently authorised for 
infusion under gravity only i.e. they are not 
licensed for infusion under pressure. In order 
to highlight this fact, a contraindication to their 
infusion under pressure will be added to the 
Summary of Product Characteristics, Package 
Leaflet and individual label of each of these 
products.  
 
Colloids in Ecoflac Plus containers are 
licensed for infusion under pressure. In order 
to avoid the risk of air embolism, air must 
always be expelled from these bottles (in 
addition to the giving sets), prior to their 
infusion under pressure. This applies to initial 
and all subsequent bottles, without exception. 
The correct instructions for administration 
under pressure, which already appear in the 
Summaries of Product Characteristics and 
Package leaflets of the Ecoflac Plus colloid 
containers, will also be highlighted on the 
label of each individual bottle, through the 
additional text “Expel all air prior to pressure 
infusion.” 
 
In order to facilitate expulsion of air prior to 
infusion of Ecoflac Plus colloid containers 
under pressure, a filtered venting needle will 
be provided with each of the Ecoflac Plus 
colloid containers. 

 
This information has been the subject of an 
IMB approved Dear Doctor & Dear 

Pharmacist letter already sent by the company 
to relevant healthcare professionals.  

 
Any suspected adverse drug reactions (ADRs) 
or similar incidents associated with use of 
Ecoflac Plus products should be notified to the 
IMB, using the standard ADR report form or 
the downloadable version available from the 
IMB website. 
 
 BCG Vaccine SSI – Update on Experience  
 
BCG Vaccine SSI is authorised for 
immunisation against tuberculosis and has 
been used in the immunisation programme 
since the withdrawal of the Evans BCG 
vaccine from the  market in July 2002. 
 
Since BCG Vaccine SSI was introduced, over 
150,000 doses of the SSI BCG vaccine have 
been administered in Ireland. During this 
period, the IMB has received 41 suspected 
adverse drug reaction (ADR) reports 
associated with use of the product. All of these 
cases involved local reactions, some of which 
are considered as serious, in that they involved 
granuloma/abscess formation, 
lymphadenopathy, or secondary infection. 
Some cases required medical or surgical 
intervention (i.e. excision/drainage), or 
treatment with intravenous or oral antibiotics. 
The company has confirmed that the batch of 
BCG Vaccine SSI used in Ireland conforms to 
all quality and finished product specifications.  
 
The product information for BCG Vaccine SSI 
clearly warns of the potential for development 
of lymphadenopathy, abcess formation etc., 
particularly if inadvertently given 
subcutaneously or intramuscularly, rather than 
intradermally. A review of the last update on 
safety from the company, which includes 
worldwide data from 1996 to 2002, suggests 
that the cases notified to the IMB appear to be 
similar to a cluster previously described in 
Sweden. Following investigation of the 
Swedish cases, they were thought to have been 
associated with inappropriate administration.  
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Prescribers are reminded of the importance of 
administering this vaccine intradermally, in 
order to minimise the occurrence of severe 
local reactions. It is also important to note that 
the correct dosage should be administered, 
which is as follows:   
 
Infants under 12 months of age: 
0.05 ml of the reconstituted vaccine, strictly 
by intradermal injection 
Children aged 12 months and over, adults 
and elderly: 
0.1ml of the reconstituted vaccine, strictly 
by intradermal injection 
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