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Vigabatrin (Sabril) is an antiepileptic indicated,
in combination with other antiepileptic drugs, for
the treatment of patients with resistant partial
epilepsy (with or without secondary
generalisation) who have not responded to, or
who are intolerant to, all other appropriate drug
combinations. Vigabatrin is also indicated as
monotherapy for the treatment of infantile
spasms (West's syndrome). West’s syndrome is a
rare, severe disease in children with very few
treatment options other than vigabatrin.

Researchers in Finland first raised concerns about
a risk of movement disorders (including dystonia,
dyskinesia, and hypertonia) and brain
abnormalities on MRI (interpreted as cytotoxic
oedema) associated with the use of vigabatrin
after they received reports of these adverse
reactions. These spontaneous reports in patients
treated with vigabatrin triggered a Europe-wide
review of the issue and all available data,
including preclinical/clinical data, reported cases
and relevant published literature.

Clinical trial data for vigabatrin in infantile
spasms provide evidence of brain MRI
abnormalities at all doses, but in particular in
young infants treated with high doses (≥125
mg/kg/day). These MRI abnormalities were
transient, seemed to be dose dependent, and in
most patients resolved even if treatment with

vigabatrin continued. The review concluded that
it is not possible to correlate the MRI findings
with the movement disorders based on the
current data. Therefore, the two events of
movement disorders and brain MRI abnorm-
alities will be independently described in the
updated product information for vigabatrin to
reflect the available data. The risk of movement
disorders and brain MRI abnormalities with
vigabatrin will be kept under close review by EU
regulatory authorities, including the IMB and
healthcare professionals are requested to report
any suspected cases to facilitate this monitoring.

Key Message:
• Cases of abnormal brain MRI findings have
been reported, in particular in young infants
treated for infantile spasms with high doses
(≥125 mg/kg/day) of vigabatrin. The clinical
significance of these findings is currently
unknown.

• Movement disorders including dystonia,
dyskinesia and hypertonia have been reported
in patients treated for infantile spasms. The
balance of benefits and risks of vigabatrin
should be evaluated on an individual patient
basis. If newmovement disorders occur during
treatment with vigabatrin, consideration
should be given to dose reduction or a gradual
discontinuation of treatment in consultation
with specialist advice.
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HRT – Product Information Update
(breast cancer, ovarian cancer,
endometrial cancer, coronary artery
disease, stroke and venous thrombosis)

A common, EU ‘Core’ Summary of Product
Characteristics (Core SmPC) for Hormone
Replacement Therapy (HRT) products containing
oestrogen with and without progesterone has
been in place since 2001 and has been regularly
updated at EU level as new data have become
available and has provided the basis for updates
to the product information for all HRT products
authorised in Member States. The third revision
of the Core SmPC was initiated to provide
accurate information on the latest evidence
regarding the risks of HRT in relation to breast
cancer, ovarian cancer, endometrial cancer,
coronary artery disease, stroke and venous
thrombosis.

This latest evidence wasmainly available from the
Women’s Health Initiative (WHI) trial (additional
results for heart disease, stroke, venous
thromboembolism and breast cancer) and the
Million Women Study (MWS) (new findings on
ovarian cancer and updated findings on breast
cancer). There were also important meta-analyses
of coronary heart disease and breast cancer and
new observational data on stroke as well as
endometrial and ovarian cancer.

The third revision of the core SmPC includes the
following new information: a contra-indication in
patients with known thrombophilic disorders; new
or adapted warnings regarding premature
menopause; additional information on the risks of
breast and ovarian cancer and endometrial cancer
with oestrogen-only HRT; additional information
on the risk of venous thromboembolism and
coronary artery disease; and adapted wordings on
undesirable effects (breast cancer, endometrial
cancer, venous thromboembolism and stroke).

More specifically, it provides advice that the risks
of HRT are likely to outweigh the benefits for the
majority of women above the age of 60 years and
that the risk is lower in women taking HRT during
premature menopause. Furthermore, it includes
clearer evidence that the risk profile in women

without a uterus using oestrogen-only HRT is more
favourable than that associated with combined
HRT.

The following was concluded in relation to
particular risks:

• Breast cancer: There is uncertainty regarding
the increase in the incidence of breast cancer in
oestrogen-only HRT users, given that low or no
risk was observed in many recent studies
including WHI. The WHI trial indicated that
there is a lack of increase in the risk of breast
cancer in users of oestrogen-only HRT
compared with combined HRT.

• Endometrial cancer: In the MWS, no risk was
observed in users of combined sequential or
continuous HRT.

• Ovarian cancer: There is possibly a small
increase in risk in users of combined HRT.
Estimates on additional numbers of cases in
users of any HRT are available from the MWS.

• Coronary artery disease: An increase in risk is
likely to be found only in combined HRT users,
not in oestrogen-only HRT users. The risk
increases with age. There is new evidence from
the WHI trial on risks associated with
oestrogen-only HRT, including lack of increase
in risk of coronary artery disease in users of
oestrogen-only compared with combined HRT.

• Stroke: Data from theWHI trial show the same
increase in risk of stroke in users of oestrogen-
only HRT as in users of combined HRT, which is
independent of duration of use.

• Venous thromboembolism: A contra-indication
of known thrombophilic disorders (e.g. protein
C, protein S, or antithrombin deficiency) has
been considered necessary. There is new
evidence from theWHI trial on risks associated
with oestrogen-only HRT, including a lower risk
of VTE compared with combined HRT.

Key message:
• Product information of HRT products
updated on risks of breast cancer, ovarian
cancer, endometrial cancer, coronary artery
disease, stroke and venous thrombosis

References available on request
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Natalizumab (Tysabri): Updated Risk
Minimisation Measures

The European Medicines Agency (EMA) has
finalised a review of natalizumab and the risk of
progressive multifocal leukoencephalopathy
(PML). The review concluded that Tysabri is an
effective medicine for many patients with highly
active relapsing-remitting MS, when they have
failed to respond to beta-interferon treatment or
when the disease is severe and getting worse
rapidly. There are few alternative treatments for
these groups of patients.

The EMA also concluded that the risk of
developing PML appears to increase when a
patient has been receiving Tysabri for two years
or more.

By the end of the review procedure on 20 January
2010, the total number of confirmed PML cases
had risen to 31 worldwide, of whom 23 had been
receiving Tysabri for more than two years. This is
equivalent to around one case of PML for every
1,000 patients treated with Tysabri for two years
or more. Nationally, the IMB has been notified of
one report of PML and IRIS (immune
reconstitution inflammatory syndrome) in a
patient treated with Tysabri for more than 2
years.

The EMA noted that there are no known ways to
prevent or treat PML so it is important that the
symptoms of the disease are detected as soon as
possible. Tysabri should be stopped in patients
suspected of having PML. The CHMP noted that
this can put patients at risk of IRIS, particularly if
plasma exchange or immunoadsorption are
used.

Risk-minimisation strategies in place since
Tysabri’s initial authorisation in the EU have
been continuously updated and strengthened to
increase awareness of the risk of PML. However, it
has now been recommended that the following
measures also be introduced to make sure that
patients and doctors are fully aware of the risk of
PML:

• the prescribing information for Tysabri should
be updated to reflect the fact that the risk of
PML increases after two years of treatment;

• patients should be fully informed about the
risk of PML both by their doctor and in an
updated ‘patient alert card’;

• patients should discuss the risks of Tysabri
with their doctor both when treatment starts
and again after two years. (It is recommended
that forms should be available for patients to
sign at both time points to show that they
have been informed of the risks associated
with the medicine and that completed forms
should be stored in the patients’ medical
notes);

• patients who develop signs of PML should
have their treatment stopped promptly. These
patients should be closely monitored for signs
of IRIS, particularly if they have plasma
exchange or immunoadsorption. Intensive
care facilities should be available in case
patients develop severe IRIS.

The EMA also confirmed the existing
recommendations that patients, and their carers,
partners and families be made aware of the
symptoms of PML. A Dear Healthcare Profess-
ional Communication has been distributed to all
prescribers communicating the updated risk
minimisation measures.

Key message:
• Prescribers should follow the recom-
mendations in the updated prescribing
information for Tysabri. These include close
monitoring of patients before, during and
after Tysabri treatment including regular
magnetic resonance imaging (MRI) scans,
discussing the risks of PMLwith their patients
before treatment, and considering whether
treatment should continue beyond two years.

When reporting suspected adverse reactions for
biological products, the batch number should be
provided along with the brand name wherever
possible to ensure traceability.
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Epoetins – Product Information
Identification and Traceability

Epoetins are medicinal products derived from
modified copies of the natural substance
erythropoietin, a hormone that is produced by
the kidneys and stimulates the production of red
blood cells from the bone marrow. Epoetins are
used to treat anaemia in cancer patients
receiving chemotherapy and in patients with
chronic kidney disease. Pure red cell aplasia
(PRCA, a severe type of anaemia where the red
blood cell count is decreased) is a known risk of
epoetins due to the possible development of
neutralising anti-erythropoietin antibodies. PRCA
is a very rare event and usually only develops
after months of epoetin treatment.

In June 2009, a clinical trial taking place outside of
Ireland to evaluate the safety and immun-
ogenicity of a biosimilar epoetin product in the
treatment of anaemia associated with chronic
renal insufficiency in pre-dialysis patients was
stopped because of the occurrence of PRCA cases.
While investigations on the cause of PRCA in these
cases are still ongoing, the IMB considers it
important to remind Healthcare Professionals that
accurate medication histories need to be
maintained for patients treated with epoetins, i.e.
the trade name or the scientific name with the
name of the manufacturer should be recorded in
the patient file. The identification and traceability
of epoetin products used in patients will help to
assess if PRCA cases and other reported cases of
adverse reactions are related to any quality
specifications of a certain epoetin product. The
PhVWP of the European Medicines Agency has
recommended that the product information of all
epoetins includes a request to maintain patient
medication records.

Key Message:
• Record name of epoetin product (trade name
or scientific name with name of manu-
facturer) in patient file.

When reporting suspected adverse reactions for
biological products, the batch number should be
provided along with the brand name wherever
possible to ensure traceability.

Fluoxetine and risk of cardiovascular
birth defects

Following publication of a study and its review
which suggested a possible causal association
between cardiovascular birth defects and the use of
fluoxetine during the first three months of
pregnancy [1], the Pharmacovigilance Working
Party of the European Medicines Agency
considered the review and requested the original
marketing authorisation holder for fluoxetine to
conduct a systematic critical meta analysis of all
available epidemiological data regarding the
effects of first trimester fluoxetine exposure and
the risk of congenital malformations with a
particular focus on cardiac defects. The meta-
analysis included nine studies [1-9].

The PhVWP reviewed the results of the meta-
analysis and concluded that the data suggested
that the risk of having an infant with a
cardiovascular defect following the use of
fluoxetine during the first trimester is increased to
approximately 2/100 compared with an expected
rate of such birth defects of about 1/100 in the
general population. The PhVWP also considered
that the small increase in risk of cardiovascular
congenital malformations must be weighed
against the risks of untreated depression during
pregnancy.

Consequently, the Summary of Product
Characteristics (SmPCs) and Package Leaflets (PLs)
for fluoxetine-containing products will be updated
with regard to this increased risk of cardiovascular
birth defects.

Key message:
• There is a small increased risk of cardio-
vascular birth defects associated with use of
fluoxetine during the first three months of
pregnancy.

References available on request
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Fentanyl Transdermal Patches
— Recommendations for Safe and
Appropriate Use

(Brand names include Durogesic DTrans,
Fentanex, Matrifen, Mytanyl, Fental Matrix)

Fentanyl is a potent opioid analgesic and is a
controlled drug in Ireland. Fentanyl patches are
authorised for the management of malignant
and non-malignant chronic intractable pain and
a 25 micrograms per hour fentanyl patch equates
to a daily dose of oral morphine of up to 90 mg.
Fentanyl patches should be used only in patients
who have previously tolerated opioids because of
a risk of significant respiratory depression in
opioid-naïve patients. The initial dose should be
based on a patient’s opioid history.

Information on starting doses and dose
conversion can be found in the products’
Summaries of Product Characteristics (SmPCs),
which also include detailed information on
appropriate use to minimise the risk of life-
threatening adverse reactions due to accidental
exposure and overdose.

Having reviewed global data, the IMB is aware of
reports from other countries of life-threatening
adverse reactions and death after fentanyl
overdose in people who were using the patches to
control malignant and non-malignant pain.

Factors identified as possibly related to
unintentional overdose include dosing errors (by
healthcare professionals, patients, or
caregivers); accidental exposure (particularly in
children); and exposure of the patch to a heat
source, possibly resulting in increased fentanyl
absorption. Reports from other European
countries provide some evidence of inappro-
priate prescribing of fentanyl patches, including
prescribing in unlicensed indications and in
opioid-naïve patients.

IMB Advice for healthcare professionals:
Healthcare professionals, particularly those who
prescribe and dispense fentanyl patches, should
fully inform patients and caregivers about
directions for safe use:

• follow the prescribed dose
• follow the correct frequency of patch

application
• ensure that old patches are removed before

applying a new one
• patches must not be cut
• avoid touching the adhesive side of patches

and wash hands after application
• follow instructions for safe storage and

disposal of used or unused patches

The following safety messages are communicated
in the SmPC for prescribers and in the package
leaflet for patients:

• Increased body temperature, exposure of
patches to external heat sources, and
concomitant use of CYP3A4 inhibitors may
lead to potentially dangerous rises in serum
fentanyl levels.

• Concomitant use of other CNS depressants
might also potentiate adverse effects of
fentanyl.

Key Messages:
• Fentanyl patches should only be used in
accordance with the authorised indications
and prescribing instructions.

• Healthcare professionals, particularly those
who prescribe and dispense fentanyl patches,
should ensure that patients and caregivers
are aware of the signs and symptoms of
fentanyl overdose—i.e, trouble breathing or
shallow breathing; tiredness; extreme
sleepiness or sedation; inability to think,
walk, or talk normally; and feeling faint,
dizzy, or confused. Patients and caregivers
should be advised to seek medical attention
immediately if overdose is suspected.

• Patients who experience serious adverse
events should have the patches removed
immediately and should be monitored for up
to 24 hours after patch removal.

Healthcare Professionals are reminded to report
any suspected adverse reactions or medication
errors to the Irish Medicines Board using the
online reporting form atwww.imb.ie or using the
freepost yellow card system.

5 Drug Safety – March 2010 – Issue Number 36



Avoiding Medication Errors with
Perindopril Arginine / Amlodipine
(Acerycal) Combination Products

The Irish Medicines Board has recently authorised
the following combination product containing
perindopril arginine and amlodipine (Acerycal)
for the Irishmarket. Four different strengths of this
combination product have been authorised:

5mg perindopril arginine + 5mg amlodipine
(Acerycal 5mg/5mg)

5mg perindopril arginine + 10mg amlodipine
(Acerycal 5mg/10mg)

10mg perindopril arginine + 5mg amlodipine
(Acerycal 10mg/5mg)

10mg perindopril arginine + 10mg amlodipine
(Acerycal 10mg/10mg)

Prescribing Convention for accurate
prescribing and dispensing
This is a unique situation as the two possible
strengths of each of the active substances are
identical. Therefore the IMB considers that it is
necessary to establish a formal prescribing
convention to ensure that patients receive the
correct strength of the combination product when
the ‘5mg/10mg’ or ‘10mg/ 5mg’ product strengths
are prescribed.

Prescribing Convention for risk
minimisation
• To ensure that patients receive the intended

dose of each drug the following prescribing
convention has been established: the dose of
the ACE inhibitor perindopril arginine should be
written as the first strength on the prescription,
followed by the dose of the calcium channel

blocker amlodipine as the second strength. For
example ‘Brand X 5mg/ 10mg Tablets’ will
always mean 5mg perindopril arginine and
10mg amlodipine and never vice versa (ie
never 5mg amlodipine and 10mg perindopril
arginine).

• All subsequently licensed perindopril arginine /
amlodipine combination products will be
authorised and must be prescribed and
dispensed using this same established
convention for the order in which the strength
of each active substance is listed in the product
name.

• Prescribers and pharmacists are both requested
to ensure that the convention outlined above is
followed in order to minimise the risk of
medication errors. Particular care should be
taken when considering the intended posology
both when prescribing and dispensing these
products.

Healthcare professionals are requested to monitor
use of these products and to report any adverse
reactions in the usual way, particularly any
associated with possible medication errors
Adverse reactions may be reported to the Irish
Medicines Board via the on-line reporting system
(www.imb.ie), or using the downloadable or post-
paid yellow card system. Medication errors can
also be reported using the same options.

Key message:
• Particular care should be taken when
considering the intended posology when
prescribing and dispensing these products.
The dose of the ACE inhibitor, perindopril
arginine, should be written as the first
strength on the prescription, followed by the
dose of the calcium channel blocker,
amlodipine, as the second strength.
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Correspondence/Comments should be sent to the

Pharmacovigilance Section, Irish Medicines Board,
Kevin O’Malley House, Earlsfort Centre, Earlsfort Terrace, Dublin 2.

Tel: 676 4971-7 Fax: 676 2517 Email: imbpharmacovigilance@imb.ie




