
1

IRISH MEDICINES BOARD

DRUG SAFETY NEWSLETTER
11th Edition

Drug Safety - December 2000 - Issue No. 11
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 7836

Phenylpropanolamine

(Brand Names:  AllerEze Plus, Benylin Day
& Night, Contac Caps, Day Nurse, Mu-Cron,
Panacron Tabs, Sinutab Tabs, Triogesic Elixir,
Triogesic Tabs, Triominic Syrup, Triominic
Tabs, Vicks Coldcare)

Phenylpropanolamine (PPA) is a decongestant
agent used mainly in combination with other
ingredients, in over the counter (OTC) medicines,
for the symptomatic treatment of minor upper
respiratory tract infections, such as coughs and
colds.  In keeping with the current Control of
Sale and Supply Regulations, PPA-containing
products are only available in Ireland from
pharmacies, under the supervision of a pharmacist.

The Irish Medicines Board (IMB) is aware of
the action recently taken by the FDA in relation
to products containing PPA.  This action was
initiated following a recent study at Yale
University School of Medicine, which identified
an association between use of PPA and the
occurrence of haemorrhagic stroke in women.
Initial assessment of this unpublished data,
suggests that the evidence of a link is weak
and primarily associated with an indication
which is not authorised in Ireland. The numbers

included were small and methodological flaws,
particularly in relation to the controls used were
apparent. The doses of PPA used as an appetite
suppressants are much higher than those rec-
ommended for symptomatic treatment of coughs
and colds.  In addition, OTC medicines in the
US are not subject to restriction in availability,
as outlined above.

There are currently a number of PPA-contain-
ing medicinal products authorised for use as
“cold remedies” in Ireland (see above), some
of which have been authorised for more than 20
years. The IMB has been informed of some
pharmaceutical companies intentions, following
corporate negotiations with their parent groups,
to withdraw their PPA-containing products from
the Irish marketplace, for business reasons.

To date, no reports of suspected stroke occuring
in Ireland have been notified to the IMB associ-
ated with use of any of these products. We
strongly recommend that these products are
taken in accordance with the instructions on the
labelling. Healthcare professionals are reminded
that patients with acute ischaemic heart disease,
hypertension, or those on antihypertensive
agents, MAOI’s, anticholinergic agents, and
phenothiazines should be advised not to use
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products containing PPA.  Patients should also
be reminded not to exceed the maximum rec-
ommended daily dose.

Following initial review of the data and in the
context of use in Ireland, the IMB does not
consider there is a need to withdraw these
products from the marketplace at this time.
However, we will continue to keep this issue
under review and any regulatory action deemed
necessary will be taken and healthcare profes-
sionals updated accordingly.

Meningococcal C Vaccine
(Meningitec & Menjugate)

Following recent authorization by the Irish
Medicines Board of two meningococcal C
vaccines, the vaccination programme was
initiated in Ireland in early October. Initially, the
most vulnerable groups i.e. under fives and fifteen
to seventeen year olds were the first groups
recommended to receive the vaccine. However,
both products are authorized for use in all age groups.

Up to preparation of this publication (late
November), the IMB received notification of
ADRs which occurred in 143 children associated
with the meningococcal C vaccines. The majority
of these reports are classified as “non serious”
and have mainly consisted of local reactions,
rashes and fever.  The remaining reports are
classified as “serious” in accordance with the
internationally recognized definition of the term,
(see item on ADR reporting below).

The majority of these serious reports include
cases of rashes, fever, syncope, urticaria, con-
vulsions and hypotensive episodes and are
assessed as serious because the patients con-
cerned required treatment such as antibiotics,
antihistamines or observation in hospital.  Two
cases involved hospitalization for group B
meningitis which are both considered co-inci-

dental. In addition, one case of suspected neck
stiffness, headache and urticaria, a second case
of neck pain with suspected meningism. Both
cases required hospitalisation. A further case of
a suspected vaccine failure has been notified.

The incidence of reported ADRs is not unexpected
and the majority of reactions notified to date
are currently reflected in the product informa-
tion. It is estimated that approximately 350,000
doses of the vaccine have been administered in
Ireland since the immunisation programme was
launched. The IMB strongly recommend that those
due for vaccination should receive these vaccines.

The IMB would like to take this opportunity to
thank all the healthcare professionals who have
submitted reports of suspected ADRs associated
with these vaccines, as these reports are vital in
the identification of previously unrecognised
safety issues and enable the IMB to monitor the
ongoing safety profile of products.

Pioglitazone (Actos)

Pioglitazone is a new anti-diabetic agent author-
ised for use as add-on therapy in the treatment
of diabetes mellitus.  It was recently authorised
for use throughout the European Union, in com-
bination with metformin or a sulphonylurea, in
Type 2 diabetes mellitus.   In view of the novel
chemical activity of pioglitazone, prescribers
are requested to report any suspected ADRs
associated with its use in the usual way.

Danthron (Codalax & Ailax)

Danthron is a laxative product authorised for use
only in the treatment of analgesic-induced
constipation in terminally ill patients.  Danthron
has been associated with an increased incidence
of liver and intestinal tumours in rodents.  Because
of the potential risk in humans, these products
should only be used in patients with terminal
illness.
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Oral Polio Vaccine

Recent media attention has highlighted recall
of all batches of oral polio vaccine (OPV)
manufactured by Medeva (Evans) in the UK and
Ireland.  This recall was initiated because the
product was manufactured using a growth
medium containing material of UK bovine
origin.  European guidelines state that the manu-
facturing process for all medicinal products
should not use bovine material from countries
where there are known cases of BSE.  This
vaccine has not been available since mid-Sep-
tember and the last batch expired on the 20th of
September 2000.

An alternative source of OPV is available from
SmithKline Beecham (SKB) and is currently the
only polio vaccine supplied under the Department
of Health and Children’s National Immunisation
programme.  The IMB has received confirmation
from SKB that the product was manufactured
using non-UK sourced foetal calf serum.

The IMB considers any risk associated with the
Medeva (Evans) vaccine is exceedingly small.
The vaccination programme should continue
using the polio vaccine manufactured by SKB.

Following this recall, letters have circulated to
Directors of Community Care, GPs, Paediatri-
cians, Infectious Disease Specialists,
Microbiologists, Public Health Specialists,
Vaccine Travel Clinics and the National Disease
Surveillance Centre advising them about the
reasons for the recall and procedures for return
of any remaining stock.

Bupropion (Zyban)

Bupropion is a prescription medicine indicated
as an aid to smoking cessation, in combination
with motivational support in nicotine-dependent
patients. It was authorised by the Irish Medicines
Board (IMB) in June 2000.  A risk of seizures

associated with use of bupropion is known to
exist and the product information clearly refers
to the occurrence of such events. Because of this
risk, use of the product is contraindicated in
patients with current or previous seizure disor-
der, as the risk of seizures increases with such
use.  The risk of seizure is also increased in
patients predisposed to the development of
seizures (e.g. a history of trauma to the head,
central nervous system tumours or use of other
medicinal products known to cause seizures i.e.
anti-psychotic medicines, antidepressants &
theophylline).  In addition, caution should be
used in clinical circumstances associated with
an increased risk of seizures such as alcohol
abuse, abrupt withdrawal from alcohol or
benzodiazepines.  The recommended dose of
bupropion should never be exceeded as this is
also associated with an increased risk of seizure.

To date, the IMB has received just one report of
seizure associated with use of this product, but
is aware of similar reports from other countries.
Because of the novel action of this medicinal
product, prescribers are especially requested
to report any suspected adverse reactions as-
sociated with its use.

While success in stopping smoking is always
welcome, the development of a seizure or
seizures as a consequence of prescribed treat-
ment to assist smoking cessation could be
catastrophic for the treated patients. Prescribers are
therefore strongly reminded to adhere to the
contraindications and warnings in the prescrib-
ing information.

The IMB will continue to monitor the safety of
this new medicinal product in Ireland, to liase
with the company and our European colleagues
regarding any new safety issues which arise, and
will take any regulatory action considered
appropriate.
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Update on Adverse Drug Reaction (ADR)
Reporting

Spontaneous reporting of suspected adverse
reactions 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, such cases
may contribute considerably to the assessment
of a possible safety hazard.

The IMB’s ADR database includes anonymised
case reports and is regularly reviewed to
identify and evaluate adverse drug effects. This
information is used to monitor drug safety on an
ongoing basis and when considered appropriate
to revise prescribing information accordingly.

The IMB’s ADR database currently includes
approximately 25,000 adverse reaction reports
provided by health care professionals and
pharmaceutical companies in Ireland since
1968. This information is helpful not only to the
IMB in its evaluation of the safety profile of
medicinal products, but is also useful in providing
feedback information in response to enquiries
from healthcare professionals.

Healthcare professionals are reminded that it is
not necessary to determine a causal relationship
between a drug and subsequent event prior to
reporting of suspected adverse drug reactions.

The internationally agreed definitions of the
terms Adverse Drug Reaction (ADR) and
Serious Adverse Drug Reaction are as follows:

Adverse Drug Reaction

An adverse drug reaction is defined as a reac-
tion which is harmful and unintended and which
occurs with doses normally used in man for the

prophylaxis, diagnosis or treatment of disease
or the modification of physiological function.

Serious Adverse Drug Reaction

This includes a reaction which falls into one or
more of the following categories:

• fatal
• life threatening
• results in persistent or significant

disability/incapacity
• results in or prolonged hospitalisation

A serious adverse reaction also includes congeni-
tal anomalies/birth defects and serious adverse
clinical consequences.

ADR Reporting Criteria

The IMB encourages healthcare professionals to
report all suspected ADRs, but you are particu-
larly reminded to report the following:

• 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. (See above for the term definition
of the term the term “serious ADR”).

• 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 wishing to develop a
reporting system should contact the
Pharmacovigilance Unit of the IMB.


