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Update on nimesulide-containing
medicines for systemic use

Nimesulide is a non-steroidal anti-inflam-
matory drug (NSAID) that was first

authorised in Ireland in 1995 for the treat-
ment of acute pain, the symptomatic treat-
ment of painful osteoarthritis and for
primary dysmenorrhoea. The risk of hepato-
toxicity associated with the use of nimesulide
has been an on-going concern for the IMB
and guidance was issued to healthcare pro-
fessionals relating to nimesulide in IMB Drug
Safety Newsletters in 1999, 2002, 2003 and
2004.

A formal European-wide re-evaluation of
the benefit/risk profile of nimesulide-contain-
ing medicinal products for systemic and top-
ical use was conducted between 2002 and
2004. This review concluded that the bene-
fit/risk remained positive, subject to revision
of the product information to further high-
light the risk of hepatotoxicity, and a restric-
tion of the maximum oral dose to 100mg
twice daily.

In May 2007, the IMB received new infor-
mation from the National Liver Transplant
Unit (NLTU), regarding six cases of liver fail-
ure that required transplantation following
treatment with oral nimesulide, two of which
resulted in a fatal outcome and four of which
had not previously been reported to the IMB.

As the risk of serious hepatotoxicity
appeared to be idiosyncratic in nature, intro-
duction of further warnings/restrictions was
not considered adequate to prevent the
occurrence of such reactions and it was the
IMB’s view that oral nimesulide could no
longer be considered safe under normal con-
ditions of use. Consequently, the IMB sus-

pended the marketing and sale of nimesulide
for oral use in Ireland and this action,
together with a recall of the product to
patient level was initiated on the 15th May
2007. Healthcare professionals and patients
were informed of this urgent regulatory
action through a media release and Q&A
document, as well as direct contact with a
range of professional organisations. A free
phone helpline dealt with some 1,500
enquiries within the first few days of the sus-
pension.

National suspension of a product authori-
sation, by virtue of current European (EU)
medicines legislation, triggers an automatic
European procedure of review and assess-
ment of the issues leading to the national
suspension. In accordance with this proce-
dure, scientific review is first carried out by
the scientific committee of the European
Medicines Agency. This is followed by a Euro-
pean Commission review, whose decision,
once issued, is legally binding on EU Member
States.

At this time the scientific review procedure
for nimesulide has concluded and the recom-
mendation, which was agreed by a narrow
majority, was that nimesulide-containing
products should be allowed to remain on the
market in EU Member States. This recom-
mendation has been communicated to the
European Commission for consideration at a
meeting expected to be held in January 2008.
The IMB will update healthcare professionals
on an on-going basis of any new information
in this regard.

The IMB position remains that the
risk:benefit profile of nimesulide for systemic
use remains unfavourable and the suspen-
sion of the authorisations for such products
remains in place in Ireland at this time.
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HMG-CoA reductase inhibitors and
muscular disorders
(atorvastatin – Lipitor; fluvastatin –
Lescol; pravastatin – Lipostat; rosuvas-
tatin – Crestor; simvastatin – Zocor)

HMG-CoA reductase inhibitors, com-
monly known as ‘statins’, are a class of

medicines authorised in Ireland as an
adjunct to diet for the treatment of hyperc-
holesterolaemia, when the response to diet
and other non-pharmacological treat-
ments (e.g. exercise, weight reduction) is
inadequate. They are also authorised as
an adjunct to treatment in the secondary
prevention of major cardiac events in
patients with cardiovascular disease.

The occurrence of muscle disorders
including myalgia, myopathy and rarely
rhabdomyolysis, in association with the
‘statins’ is a dose-dependent, class effect,
however, the potential for induction of
these disorders varies across the individual
products due to differences in pharmacoki-
netics and lipophilicity.

While serious muscle toxicity and rhab-
domyolysis occurs rarely, healthcare pro-
fessionals are reminded of the
precautionary measures to take prior to
initiation and during treatment of patients
with ‘statins’ as follows:

Prior to Treatment

• Clinicians should prescribe ‘statins’
with caution in patients with pre-dis-
posing factors for myopathy/rhabdom-
yolysis. 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 disorders

– Previous history of muscular toxic-
ity with a ‘statin’ or fibrate

– Alcohol abuse
– In elderly patients (age > 70 years),
the necessity for such measure-
ment should be considered,
according to the presence of other
predisposing factors for rhab-
domyolysis.

In these situations, the risk of treat-
ment 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.

During Treatment

• If muscle pain, weakness or cramps
occur whilst a patient is receiving treat-
ment, their CK levels should be meas-
ured. If these levels are found to be
significantly elevated (> 5xULN), treat-
ment should be stopped.

• If muscle symptoms are severe and
cause daily discomfort, even if CK lev-
els 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 product in question or introduc-
tion of an alternative ‘statin’ may be
considered, at the lowest effective dose
and with close monitoring.

Healthcare professionals are reminded
that CK levels 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.
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Moxifloxacin (Avelox) & hepatic
failure and serious skin reactions

Moxifloxacin (Avelox) is an antibacterial
medicine authorised in Ireland for the

treatment of the following bacterial infec-
tions:

– Acute exacerbation of chronic bron-
chitis

– Community acquired pneumonia,
except severe cases

– Acute bacterial sinusitis (adequately
diagnosed)

Moxifloxacin should only be used in the
treatment of infections caused by bacteria
susceptible to moxifloxacin and considera-
tion should always be given to official guid-
ance on the appropriate use of antibacterial
agents.

Following a recent European review of
new safety information regarding risk of
serious side effects associated with the use of
moxifloxacin, the IMB would like to high-
light to healthcare professionals that while
skin reactions and liver impairment are
known to occur with moxifloxacin, the
product information has now been updated
to include severe liver failure and serious
skin reactions such as toxic epidermal
necrolysis (TEN) as known side effects of this
medicine. Although these reactions appear
to occur very rarely, they can be life threat-
ening. To date, the IMB has not received any
specific reports of TEN or liver failure associ-
ated with moxifloxacin, although a total of
two hepatic and two skin reactions have
been reported.

Healthcare professionals are reminded to
be vigilant of the early signs and symptoms
of liver or skin reactions with moxifloxacin
and patients should be advised to stop treat-
ment if such symptoms occur and to seek
medical advice before continuing treat-
ment.

Finally, healthcare professionals are
reminded that serious adverse reactions
observed in association with moxifloxacin
should be reported to the IMB in the usual
way.

Methadone & cardiovascular side
effects

Methadone is a medicine used in the
treatment of opioid dependence as

substitution or maintenance therapy
within a broader treatment protocol/pro-
gramme accompanied by regular reviews
and reassessment.

Following the conclusion of a European
review of methadone and cardiac safety,
the IMB would like to remind healthcare
professionals that methadone should not
be used in patients with prolonged QT
interval.

In addition and as cases of QT-interval
prolongation and torsades de pointes have
been reported during treatment with
methadone particularly at high doses
(>100mg/d), methadone should be admin-
istered with caution to patients at risk for
development of prolonged QT interval.
ECG monitoring is also recommended in
patients with recognised risk factors for QT
prolongation taking higher doses of
methadone (100mg/d).

In this context prescribers should also
be aware that methadone clearance
decreases in case of co-administration with
drugs that inhibit CYP3A4 activity (e.g.
some anti-HIV agents, macrolides antibi-
otics, cimetidine and azole antifungal
agents) and that cardiac events are more
likely in case of co-administration with
drugs that have potential for QT prolonga-
tion and drugs that might cause electrolyte
abnormalities.

Healthcare professionals are reminded
that serious adverse reactions observed in
association with methadone should be
reported to the IMB in the usual way.
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Adverse reaction reporting 2006

The IMB monitors the safety of all autho-
rised medicines available in Ireland on

an on-going basis and part of this monitor-
ing is carried out through review and eval-
uation of suspected adverse reactions. In
2006, the IMB received a total 1,907 sus-
pected adverse reaction reports from vari-
ous sources as follows:

Marketing Authorisation Holders 1119
General Practitioners 212
Hospital Doctors 148
Nurses 125
Community Care Doctors 105
Hospital Pharmacists 72
Clinical Trials 62
Community Pharmacists 61
Dentists 2
Health Care Professionals (other) 1

Individual case reports were followed up by
the IMB where necessary to ensure avail-
ability of comprehensive case information.
Such data is essential in the context of con-
sideration of individual case reports and
cumulative safety information. In keeping
with its legal obligation, the IMB also
exchange anonymised details of relevant
reports with pharmaceutical companies,
the European Medicines Agency and the
World Health Organisation.

During 2006, the IMB continued to
encourage adverse reaction reporting and,
in addition to the regular IMB column in
MIMS Ireland, published two issues of this
newsletter. Copies of these publications and
all general safety updates are available
from the ‘Publications’ section of the IMB
website.

On-line reporting of adverse reac-
tions

In November 2007 the IMB launched an
on-line system for adverse reaction report-
ing for healthcare professionals & con-
sumers, providing a convenient electronic
mechanism for direct reporting of adverse
reactions to the IMB.

To avail of the on-line system, reporters
should log on to www.imb.ie and follow the
link to ‘On-line Reporting’ where further

instructions on how to complete an indi-
vidual case report are available. Certain
mandatory fields are required to success-
fully submit an adverse reaction report
including reporter details and a contact
email address. The latter facilitates return
of a unique report identifier number as
confirmation of a successfully submitted
report. In addition and in line with inter-
national guidance for adverse reaction
reporting, the minimum criteria for an
adverse reaction report must be provided:

• An identifiable patient (i.e. patient ini-
tials, age or date of birth)

• An identifiable medicinal products (i.e.
active substance or product name)

• An identifiable reporter
• An identifiable reaction

The ‘freepost’ system for reporting remains
in place and yellow cards can be obtained
directly from the Pharmacovigilance Sec-
tion of the IMB or downloaded from the
website.

Registering with the IMB for safety
alerts and updates

Users of the IMB website have the option
of registering their contact information

with the IMB to enable them to receive
direct and immediate notification of safety
alerts/updates by email or text message.

To facilitate prompt access to these
updates, users are encouraged to avail of
this option by registering on the website at
www.imb.ie.

Questionnaire on the DSN

Enclosed with this issue of the DSN you
will find a questionnaire designed to

gather information on the quality and use-
fulness of this publication.

The IMB would appreciate if you could
complete and return the questionnaire to
‘Freepost’, Pharmacovigilance Section, Irish
Medicines Board, Kevin O’Malley House,
Earlsfort Centre, Earlsfort Terrace, Dublin 2
or alternatively, complete it on-lineand
submit it directly to the IMB from our web-
site at www.imb.ie.
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