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Prepulsid (Cisapride)

Prepulsid is a prokinetic drug authorised in Ireland for
approximately ten years.

Prepulsid has been previously associated with QT
prolongation and cardiac arrhythmia due to its
potential for interaction with certain drugs metabolised
by the cytochrome P450 system, in particular azole
anti-fungal and macrolide antibiotics.

Recently, the IMB has been made aware of reports of
cardiac arrhythmia, cardiac arrest and sudden death in
adults and children treated with Prepulsid who had not
received concomitant medication and had no
identifiable risk factors.

The Irish Medicines Board have reviewed and
evaluated all the safety data regarding the risk/benefit
profile of Prepulsid. As a result of this review it was
considered necessary to restrict the indication as
follows:

Prepulsid is indicated for use in the treatment of
severe forms of proven gastroparesis and severe
proven gastro-intestinal motility disorders which have
failed to respond to other treatments;

Prepulsid should only be used in adults and children
under the supervision of a hospital based specialist.
Adequate facilities should be available for monitoring
these patients while on treatment. Treatment should
be reviewed at regular intervals and discontinued if
no benefit or intolerance occurs.

Patients should be evaluated prior to treatment and
the benefits should be weighed against the risks of
cardiovascular side effects. An ECG should be
considered as part of this evaluation.

Although there may be no identifiable risk factors in
some patients we would remind you that the following
are known risk factors for the development of cardiac
arrhythmia:

Significant chronic obstructive pulmonary disease
Respiratory failure
Renal failure (particularly patients on chronic
dialysis)
Hepatic failure
History of/or existing cardiac disease
Conditions associated with QT Prolongation
Uncorrected electrolyte (potassium/magnesium)
disturbances
Prematurity and high dosage (>0.8mg/kg/day)
Concomitant use of azole anti-fungal agents,
macrolide antibiotics, protease inhibitors and
nefazadone or any drug that may prolong the QT
interval.

All suspected adverse reactions should be reported
to the IMB who will keep the situation under active
review.
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Roaccutane (Isotretinoin)
Roaccutane is a vitamin A derivative authorised for the
treatment of cystic and conglobate acne vulgaris, or in
those cases of severe acne which have failed to
respond to or rapidly relapse following adequate
courses of accepted therapy.

Special Warnings and Special Precautions for Use
Roaccutane may cause depression, psychotic
symptoms and rarely suicide attempts and suicide.
Discontinuation of Roaccutane may be insufficient and
further evaluation may be necessary.

Particular care needs to be taken in patients with a
history of depression and all patients should be
monitored for signs of depression and deferred for
appropriate treatment if necessary.

Undesirable Effects
Depression, psychotic symptoms and rarely suicide
have been reported with Roaccutane. Of the patients
reporting depression, some indicated that their
symptoms subsided with discontinuation of treatment
and occurred with reinstitution of treatment.

Since its authorisation in 1983 the IMB has received a
total of six reports of psychiatric events including one
case of suicide occurring during treatment with
Roaccutane.

You are reminded that all patients should be monitored
and any suspected effects evaluated. Please notify any
suspected adverse reactions to the IMB.

MMR Vaccine
The MMR Vaccine contains vaccines effective against
measles, mumps and rubella (german measles).

Concern has recently been expressed regarding a
possible link, in a very small number of children,
between the MMR vaccine and subsequent
development of inflammatory bowel disease and / or
autism.  A sub-committee of the Immunisation
Advisory Committee of the Royal College of
Physicians in Ireland and the Expert Sub-Committee of
the Human Medicines Advisory Committee of the IMB
have considered the available evidence dealing with
this alleged association and their conclusions are as
follows:

The MMR vaccine is a highly effective vaccine,
and we strongly advise that parents continue to
have their children immunised with the MMR
vaccine, in accordance with current
recommendations.

There is no evidence that giving each of the
component vaccines separately has any greater
benefit then the combined vaccines.

If the vaccines were to be given separately not only
would this require two or more injections,but
would cause both the children and their contacts to
be exposed to these potentially serious diseases for
a much longer period of time.

The Immunisation Advisory Committee together
with the Irish Medicines Board will continue to
monitor the situation.

At present there is no evidence to support any link
between the MMR vaccine and the subsequent
development either of chronic inflammatory bowel
disease or of autism1.

Reference
1.  Journal of Medicinal Virology 1998; 55: 305 - 311

Viagra (Viagra)
Viagra is a new agent recently authorised for the
treatment of erectile dysfunction in the European
Union.  It acts by inhibiting the breakdown of cyclic
guanosine monophosphate (cGMP) by cGMP specific
phosphodiesterase 5.  Commonly reported adverse
effects of Viagra are headache, flushing, dyspepsia,
nasal congestion and visual disturbances2.

An important contraindication for taking Viagra is
concurrent administration of an organic nitrate.
Inadvertent concomitant use of an organic nitrate with
Viagra may occur and could involve treatment of
patients presenting in emergency situations with chest
pain.

Data from several double-blind placebo controlled
interaction studies with either sublingual
nitro/glycerine or isosorbide mononitrate identified
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large and sudden drops in systemic blood pressure
occurring in the majority of patients taking Viagra.
Viagra therefore should not be used by patients who
take organic nitrates in any form, regardless of

frequency.  Please note this contraindication also
includes sodium nitroprusside which acts similarly as
an NO donor.

Patients with a history of angina who develop anginal
attacks following ingestion of Viagra may become
acutely hypotensive.  The result of a precipitous drop
in blood pressure could range from no symptoms or
mild symptoms of hypotension to dizziness or light-
headedness, to syncope (most likely postural), to
significant lowering of coronary perfusion and
conversion of an area of myocardial ischaemia to
infarction, with all its possible consequences.

In the case of patients with no pre-existing history of
angina who develop angina following Viagra and
sexual activity, it is important that attending healthcare
professionals specifically question patients about use of
Viagra.

Pfizer Limited in consultation with the Irish Medicines
Board has already notified this issue to accident and
emergency departments in hospitals throughout the
country, as well as all ambulance and paramedical
staff who might be involved in treating patients within
Ireland.

You are reminded to notify any suspected  adverse
reactions associated with use of this new medicinal
product to the IMB using the “freepost” yellow card or
website report form.

References
1. Journal of Urology: 1998; 159 (6) : 2164 - 2171
2. New England Journal of Medicine: 1998; 338 (20)

1397 - 1404

Eltroxin (Thyroxine)
Since 1997, the IMB has been notified of three patients
undergoing long-term thyroid replacement therapy
who inadvertently received 50 mcg in place of 100
mcg tablets, in one case leading to the development of
foetal hypothyroidism.

While both tablets are white, the 100 mcg tablet is
heavier and larger then the 50 mcg tablet.

In addition, the name and strength is engraved on each
tablet.  In view of the potentially serious implications
which could occur, prescribers and pharmacists are
reminded to advise patients to check their tablets,
particularly if two strengths are dispensed.

Organophosphate  Products
Organophosphate sheep-dips have been available in
Ireland since the early 1970’s and are widely used for
the treatment and  prevention of Psoroptes ovis (sheep-
scab) infestation in sheep.

Other organophosphates containing veterinary
medicines include topical flea control products in dogs
and cats and topical antiparasitic preparations in farm
animals.   These products act primarily by inhibiting
the enzyme acetylcholinesterase which plays a major
role in the transmission of the nerve impulses.  Such
compounds may cause neurotoxic side effects if the
instructions for use are not followed to the letter.

The IMB reminds prescribers to advise users to follow
the instructions for the correct handling of
organophosphate sheep-dips (carried on the labels of
all such products authorised by the IMB).  The
possibility that clinical symptoms which may arise
from  skin contamination by organophosphate sheep-
dips should be borne in mind.

The IMB has previously circulated a background
document on organophosphate  sheep dips to the
relevant medicinal authorities for information.  A copy
of this report is available on request from the IMB.

Effects of chronic organophosphate exposure appear to
be emerging and there may be some under-recognition
of these effects by health care professionals.

You are reminded that in order to submit an ADR
report, it is not necessary to establish a relationship
between a drug and reaction, it is sufficient to suspect
an association between an effect and a suspected
product it is all that is required.  Any suspected cases
should be notified to the IMB using the yellow card /
free-post systems.
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What is the SPC?
The summary of product characteristics (SPC), is as the
name suggests a summary of the information which
should allow the prescriber to use a drug in the safest and
most appropriate manner.  It is the basis of information
for doctors on how to use a product safely and
effectively. It is also a legal document in that the content
has been agreed between the IMB and the pharmaceutical
company and reflects the information provided to the
IMB in support of the product authorisation application.
Use outside the conditions or instructions provided in the
SPC  is under the responsibility of the prescriber.
The  SPC includes the following:

The Therapeutic Indication states what the drug
should be used for.
Posology and Method of Administration outlines how
the drug should be taken by patients in general and by
specific patient groups.
The Contraindications are situations where patients
should never (or generally not)  be treated  with the
drug.
Special Warnings and Special Precautions for Use
warn prescribers of special patient groups likely to
experience product or class related adverse reactions,
outlines the conditions where use of the drug would
be acceptable (provided certain conditions of use are
fulfilled), and proposes measures which may be taken
to prevent the occurrence of such adverse reactions.
Interactions With Other Medicaments and Other
Forms of Interaction  - lists known interactions of any
clinical importance.
Pregnancy and Lactation  Outlines the risk in humans
at different times of pregnancy and provides available
information of the possibility of using the drug in
fertile or pregnant women.
Effect On Ability to Drive and Use Machines.
Undesirable effects provides a comprehensive
overview of adverse reactions attributed to the drug
with at least a reasonable suspicion.
Overdose. Human experience and management of
accidental  or deliberate overdose.

The SPC has to be provided to a prescriber every time
a company representative discusses a product (unless
the SPC is already contained in the IPHA data sheet
and Summary of Product Characteristics
Compendium). If there are any significant changes to
the SPC provided in the Compendium, the new SPC
should be provided.

If you require clarification on any matter relating to the
SPC, please contact the IMB.
IMB Website
The IMB has established a Website at

http://www.imb.ie

which will be available from September 1998.  This
Website will include an index of topics covered in
IMB Drug Safety Newsletters, together with a
‘downloadable’ version of each issue.  In addition, a
copy of the IMB’s ADR report form is included for
the convenience of reporters.  Completed forms
should be posted in an envelope marked

“Freepost”,
Pharmacovigilance Unit,
Irish Medicines Board,
Earlsfort Terrace,
Dublin 2.

Tel: 01-6765976
Fax: 01-6767836
E Mail : ADR@IMB.ie

The website also provides information on the
IMB’s responsibilities in the following areas:-

Human Medicines
Veterinary Medicines
Inspectorate
Clinical Trials

Any suggestions or comments for future updates to
the website are welcome and should be addressed to
the Freedom of Information Officer at the following
e.mail address :- foi@imb.ie.


