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Rosuvastatin (Crestor)

Recent, urgent regulatory action was
taken to update the product

information for rosuvastatin, which was
the subject of a "Dear Healthcare Profes-
sional" letter circulated by the company
on 8 June 2004. This action was taken
following reports of rhabdomyolysis
associated with  use of rosuvastatin and
prescribers are advised of the following:

• A starting dose of 10mg/day is
recommended for all patients
(including those switched from other
HMG-CoA reductase inhibitors).

• Upward titration, if necessary, should
strictly follow the recommendations
described in the prescribing
information

• Specialist supervision is recommended
for any patients requiring treatment
with the 40mg. dose  

In addition, the list of contraindications,
warnings and undesirable effects sections
of the product information have been
updated to reflect the new safety
information relating to the risk of rhab-
domyolysis associated with use of rosu-
vastatin.

Any suspected cases of muscle toxicity
or other serious adverse drug reactions
(ADRs) should be notified to the IMB in
the usual way.

Nimesulide (Aulin/Mesulid)

Further to previous updates in the Drug
Safety Newsletter regarding the safety of

nimesulide a "Dear Healthcare Profession-
al" letter was recently circulated by the
company following completion of the
formal re-evaluation of the overall
benefit/risk profile of the product,
undertaken at European level.

As you will be aware from the company
letter, the re-evaluation procedure
concluded that the benefit/risk profile of
nimesulide-containing medicinal prod-
ucts for systemic and topical use remains
positive, subject to revision of the
indications and amendment of the
product information, including a
restriction of the maximum daily dose to
100mg bid orally.

Details of the revisions of the product
information were included in the company
letter and are currently being implemented
in the product information by the IMB.

Prescribers are reminded to report any
cases of suspected hepatotoxicity, or other
serious suspected adverse drug reactions to
the company and/or the IMB in the usual
way.
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TNF-α Inhibitors

Infliximab (Remicade) and etanercept
(Enbrel) are anti-TNF monoclonal
antibodies authorised for the treatment of
severe, active fistulising Crohn’s disease,
ankylosing spondylitis and for reducing
the signs and symptoms of active
rheumatoid arthritis, in patients whose
response to conventional treatment has
been inadequate. TNF-α mediates inflam-
mation and modulates cellular immune
responses.  As a result of inhibition of
TNF-α, use of TNF inhibitors may affect
normal immune responses and
predispose patients to opportunistic
infections.

Both products were approved for use
throughout Europe via a European
assessment procedure and have been
available in Ireland since 1999 & 2000,
respectively.

Reports of new onset or reactivated
tuberculosis (TB) have been suspected in
association with treatment with
infliximab, some of which have resulted in
a fatal outcome.  Some of the reports have
been of miliary TB and some of TB at
unusual sites.  The majority of patients
had a prior history of treatment with
immunosuppressive treatment, including
corticosteroids.

Treatment with infliximab is therefore
contraindicated in patients with active
tuberculosis.  Prior to starting treatment
with infliximab, all patients should be
evaluated for both active and latent TB
and patients should be closely monitored
throughout treatment for infections and
advised to seek medical advice if
symptoms suggestive of TB present.

To date, the IMB has received 27 reports
of infections suspected in association with
these products, including 8 TB cases
notified in association with infliximab. 

Both products are contraindicated for
use in individuals with, or at risk of, serious
infections.  Caution in their use is required

for those with diabetes or other disorders
that predispose the patient to sepsis.

Other serious adverse reactions which
have been reported in association with use
of infliximab and etanercept include neu-
rological, haematological, malignant and
serious infection complications.

Among the reports of neurological
disorders associated with use of these
products are cases of demyelination and
worsening of multiple sclerosis.  These
products should not be given to patients
with a history of demyelination disorders
and should be withdrawn if symptoms
occur.

Syndromes resembling systemic lupus
erythematosus (SLE) have been reported
with both infliximab and etanercept.
Despite some doubt about an SLE-overlap
syndrome in one of the patients,
symptoms resolved rapidly in all after
cessation of etanercept therapy.  Isolated
cases of SLE type effects were also reported
in patients in infliximab trials.

Rare reports of serious blood disorders
dyscrasias have been reported with TNF-α
inhibitors and cancers of malignancies of
various types have also occurred.

In view of the role of TNF-α in critical
bodily functions, notably in inflammation
and protection against infection and
tumour progression, such effects are not
unexpected, but should be monitored
closely. Prescribers are reminded of the
need to closely monitor all patients treated
with these products and to notify all
suspected adverse reactions associated
with their use with the IMB.

A further TNF-inhibitor adalimumab
(Humira) was recently approved for use
throughout Europe, for the treatment of
Rheumatoid Arthritis. Experience with its
use is limited to date however, a potential
for effects on immune response also exists
with this product.

2



Atypical Antipychotics 

‘Atypical’ antipsychotics are mainly
used for the treatment of schizophre-

nia, but are also authorised for treatment
in the management of manic disorders,
bipolar disorder, severe agitation and
disturbed behaviours in patients with
schizophrenia. They are known as
‘atypical’ as they are less likely than
standard antipyschotic drugs to potentiate
movement disorders. At present, the
following products are authorised:

• Olanzapine (Zyprexa), 
• Quetiapine (Seroquel),
• Risperidone (Risperdal), 
• Ziprasidone (Geodon).

Olanzapine (Zyprexa) is licensed in
Ireland since 1996. It is used mainly for the
treatment of schizophrenia and for
moderate to severe manic episodes.

The Irish Medicines Board (IMB)
recently participated in a European review
of new safety data arising from placebo-
controlled clinical trials in elderly patients
(mean age 78 years) with dementia, which
showed a three-fold increased risk of cere-
brovascular adverse events (CVAEs) and a
two-fold increase in mortality, among
patients treated with olanzapine,
compared with placebo.

This information is based upon an
integrated review and analysis of 5
placebo-controlled studies (N=1662;
olanzapine n=1184, placebo n=478)
conducted by Eli Lilly with olanzapine in
elderly patients with dementia
(Alzheimer’s, vascular, and mixed). The
efficacy of olanzapine in the treatment of
psychosis and/or behavioural symptoms
was not established in these studies.

The IMB would like to remind
healthcare professionals that olanzapine is
not authorised for the treatment of
dementia-related psychosis and/or
behavioural disturbances associated with
it. It is also not recommended for use in
this particular group of patients.

The product information has been
amended to include relevant warnings for
prescribers and patients. In addition, a
letter has been distributed to healthcare
professionals advising them of this new
safety information 

Risperidone (Risperdal) is licensed in
Ireland since 1994 for use in the
management of acute and chronic schizo-
phrenic psychoses, and other psychotic
conditions. It is also known to alleviate
affective symptoms (such as depression,
guilt feelings, anxiety) associated with
schizophrenia. Based on the results of data
from clinical trials, the indications for
risperidone were subsequently extended to
include treatment of behavioural disorders
in patients with dementia. 

A risk of CVAEs in patients treated with
risperidone has been known for some time
and the product information was updated
in 2002 to include warning statements
reflecting this data. Additional
information from further clinical trials in
elderly patients with dementia has since
become available which confirms that the
incidence of CVAEs with risperidone is
similar to that seen with olanzapine (i.e. a
three-fold increased risk). In light of this
information the existing indication has
been restricted to severe symptoms of
dementia in patients with symptoms such
as aggressiveness (verbal outbursts,
physical violence), activity disturbances
(agitation, wandering) or psychotic
symptoms are prominent and lead to
patient suffering, disability, potential
danger or self harm. 

It is also recommended that prior to
treatment, risk factors for CVAEs should be
considered and that patients should be
closely monitored throughout treatment.

The product information for risperidone
has also been amended to include updated
warning statements for prescribers and
patients. In addition, a letter has been
distributed to healthcare professionals
informing them of this updated
information.
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Quetiapine (Seroquel) is licensed in
Ireland since 2000 for the treatment of
schizophrenia and in the management of
moderate to severe manic episodes. There
is insufficient evidence to determine any
increased risk of CVAEs associated with use
of quetiapine at this time. However, further
investigations are ongoing and any
regulatory action deemed appropriate will
be taken.

Ziprasidone (Geodon) is licensed in
Ireland since 2002 for the treatment of
schizophrenia. There is insufficient
evidence to determine any increased risk of
CVAEs associated with use of ziprasidone
at this time.

It is possible that the increased risk of
CVAEs is a common effect of all atypical
antipsychotic medicines but evidence to
support this view is at present limited.
Further data is expected and the IMB will
continue to review this issue, initiate any
regulatory action required and ensure
healthcare professionals are updated, as
appropriate.

A Question & Answer document on this
issue is available from the IMB’s website
(www.imb.ie)

Codeine-containing analgesics

Codeine is a moderate analgesic and
has weak cough suppressant activity. It

is most often used in combination with
other analgesics such as paracetamol or
ibuprofen or with sympathomimetic
agents, such as pseudoephedrine, up to a
maximum concentration of 30 mg per
dose form.  Such products are authorised
for the management of symptoms of
headache, toothache, backache, common
cold, influenza, menstrual pain or
musculo-skeletal pain and the majority
are available as over-the-counter (OTC)
medicines, from pharmacies only. Because
of their availability as OTC medicines,
patients may not specifically mention their
use when questioned about their
medication.  Healthcare professionals are
therefore reminded of the importance of

asking patients about concomitant use of
non-prescribed medicines, as well as
prescribed medicines. In addition, patients
should be advised about the need to
adhere to the recommended dosage and
duration of use, to avoid chronic use,
which is associated with dependence.

Healthcare professionals are also
reminded of the following:

Use of codeine is contra-indicated
in patients with respiratory depression.

Opioid analgesics such as codeine
should be given with care to patients
receiving tricyclic antidepressants or
monamine oxidase inhibitors.  The effect
of CNS depressants (including alcohol)
may be potentiated by codeine.

Codeine can produce typical opioid
effects including constipation, nausea,
vomiting, dizziness, light-headedness,
confusion, drowsiness and urinary
retention.  The frequency and severity are
determined by dosage, duration of
treatment and individual sensitivity.

Codeine is a narcotic analgesic and no
more than the stated dose should be taken
in any 24-hr period.  Consumption of
quantities in excess of the recommended
dose, or for a prolonged period of time,
may lead to tolerance, psychological and
physical dependence and may result in
symptoms such as restlessness and irri-
tability upon cessation of this medicine.  It
is important that patients consult their
doctor if a need to use codeine-containing
products all the time is experienced.

Symptoms of codeine overdosage
include nausea and vomiting, circulatory
and respiratory depression. Initial
treatment includes gastric lavage.  If CNS
depression is severe, artificial respiration,
oxygen and parenteral naloxone may be
required.

Any suspected cases of overdose should
be notified to the National Poisons
Information Centre in Beaumont Hospital
(Tel 8379966 and 8092568).
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Methotrexate – Recommendations
for safe prescribing, dispensing &
monitoring.

Methotrexate is an antimetabolite
which inhibits the enzyme dihydrofo-

late reductase. It is authorised in Ireland for
the treatment of neoplastic disease, such as
trophoblastic neoplasms and leukaemia,
when a daily dose is usually prescribed for
a specified course of treatment. Methotrex-
ate for immuno-modulation (e.g
rheumatoid arthritis or severe recalcitrant
psoriasis) is normally administered on a
weekly basis. 

Medication errors have arisen that have
resulted in serious and fatal adverse drug
reactions (ADRs), as well as cases of
inadvertent overdose. This can occur when,
for example, 10 mg tablets have been
dispensed when 2.5 mg tablets were
intended, or when once-daily treatments
are prescribed or dispensed, when once-
weekly treatment was intended.

At present, there are three products
authorised for use in Ireland. A 2.5 mg
tablet (Mayne Pharma and Wyeth) and a
10 mg tablet (Mayne Pharma) are
available. Both 2.5 mg products are
identical and take the form of yellow,
round and convex tablets, while the 10 mg
product is a yellow, capsule-shaped tablet.

In order to minimize the potential for
error, healthcare professionals are
reminded of the following:

Doctors are reminded of the importance
of clearly stating the tablet strength and
whether the dose is daily or weekly.

Pharmacists are reminded to check the
tablet strength and whether daily or weekly
dosing is prescribed. The indication should
also be checked. If there are any doubts, the
pharmacist should consult the prescribing
doctor. Pharma-cists may also wish to
counsel all patients/carers picking up both
new and repeat prescriptions for
methotrexate.

When prescribing or dispensing, the

dosage regimen and tablet strength should
be clearly explained to the patient or their
carer, with clear written instructions on the
number of tablets to be taken, days on
which it should be taken etc. Patients or
carers should also be requested to report
any signs of infection.

In addition, to monitor safer use of
methotrexate, the IMB also wishes to draw
attention to the following: 

• Because of the possibility of fatal or
severe toxic reactions, the patient
should be fully informed by the
physician of the risks involved and be
under his/her constant supervision.

• Before beginning methotrexate therapy
or reinstituting methotrexate after a rest
period, history, physical examination
and laboratory tests should be
undertaken, especially investigations of
renal function, liver function and blood
elements.

• In the treatment of psoriasis, methotrex-
ate should be restricted to severe recalci-
trant, disabling psoriasis which is not
adequately responsive to other forms of
therapy, but only when the diagnosis
has been established by biopsy and/or
after dermatological consultation.

• In all instances, the physician must
evaluate the need and usefulness of
the drug against the risks of toxic
effects or adverse reactions.  Most such
adverse reactions are reversible if
detected early.  When such effects or
reactions do occur, the drug should be
reduced in dosage or discontinued and
appropriate corrective measures
should be taken according to the
clinical judgement of the physician.
Reinstitution of methotrexate therapy
should be carried out with caution,
with adequate consideration of further
need for the drug and alertness as to
the possible recurrence of toxicity.  

• The aim of therapy should be to reduce
the dose to the lowest possible level with
the longest possible rest period.  The use
of methotrexate may permit a return to
conventional topical therapy for
psoriasis, which should be encouraged.

Any suspected ADRs should be notified to
the IMB in the usual way. 
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Update on Adverse Drug Reaction
Reporting

The IMB monitors the safety of all authorised
medicinal products available on the Irish
market on an on-going basis. Part of this
monitoring is carried out through review and
evaluation of suspected adverse drug
reactions (ADRs) and the IMB encourages all
healthcare professionals to notify suspected
ADRs observed during their practice. The IMB
greatly appreciates the interest in reporting
and acknowledges the enormous contribution
of busy health-care professionals to the
continued surveillance of the safety of
medicines through the voluntary reporting
system.  While the burdensome nature of form
filling is recognised and acknowledged, the
collection of ADR reports is essential to ensure
continued, effective surveillance of the safety
of licensed medicines

During 2003, the IMB received a total of
1,618 suspected adverse drug reaction (ADR)
reports, occurring in Ireland in association
with use of medicinal products. 

The following table provides a breakdown
of reports by source

Breakdown of Reports Received during
2003  (by Source) 

%
Marketing Authorisation Holders 42.0  
General Practitioners 17.5
Hospital Doctor 14.2 
Clinical Trials 9.7
Community Pharmacists 6.0
Community Care Doctor 5.5
Nurses 2.5
Hospital Pharmacists 2.2    
Dentists 0.4

Total 100.00

The IMB’s national ADR database now
includes anonymised case details of approxi-
mately 32,000 suspected ADR reports
provided by healthcare professionals and
pharmaceutical companies since the
programme was started in 1968.  This
information is helpful not only to the IMB in

its evaluation of the safety profile of medicinal
products, but is also used for provision of
anonymised summaries of information in
response to enquiries.

Spontaneous reporting of suspected ADRs
is an inexpensive and effective method for the
lifetime surveillance of medicines following
their introduction to the marketplace.  While
an individual’s experience may be limited to
one or two cases, when collated with
additional reports from other sources may
contribute considerably to the assessment of a
potential safety hazard.  Healthcare profes-
sionals are reminded that it is not necessary to
determine a causal relationship between a
drug and subsequent event, prior to reporting
a suspected ADR.

You are particularly reminded to report:

• All suspected adverse reactions to new
medicinal products (i.e. those available on
the market for less than two years). 

• Serious suspected reactions to established
medicines. A serious react-ion is defined as
one which is fatal, life threatening, results
in persistent or significant disability/
incapacity, results in or prolongs hospitali-
sation. This definition also includes
congenital abnormalities or birth defects
and serious adverse clinical consequences. 

• Any suspected increase in the frequency of
minor reactions. 

• Any suspected teratogenic effects. 
• Any suspected reactions associated with

the use of vaccines.

The IMB is always keen to help, encourage
and establish ADR monitoring and reporting
practices. Any centres or practices wishing to
develop their reporting systems should contact
the Pharmacovigilance Department of the
IMB (telephone 01-6764971, fax 01-
6762517,e-mail imbpharmacovigilance@imb
.ie).

ADR report forms are available on request
from the Pharmacovigilance Unit as the
above contact details. Additional ADR report
forms are available to download from the
‘Publications’ area of our website www.imb.ie.
These may be completed and forwarded in an
envelope marked ‘Freepost’ to our usual
address.
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