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Lamotrigine (Lamictal)

Lamotrigine, a novel antiepileptic drug was
first authorised for use in Ireland in 1990 as "an
add on" therapy.  In 1995 the product was
additionally authorised for use as monotherapy.

Skin rash has been reported in 5 - 10% of
patients, most commonly occurring within the
first 6 weeks of treatment.  Evidence from
clinical trials and post-marketing surveillance
suggests that about 1 in 1,000 patients develop
serious skin reactions including Stevens-
Johnson syndrome and toxic epidermal
necrolysis.

Such effects are known to occur and are
included in the product information for
lamotrigine.  The risk is increased if:

(i) The recommended starting dose of 
lamotrigine is exceeded.

(ii) The recommended rate of dose escalation 
is exceeded.

(iii) Sodium valproate is concomitantly used 
(as this increases the half life of 
lamotrigine).

In order to minimise the risk of serious skin
reactions -prescribers are reminded to:

(i) Strictly adhere to the dosage instructions

(ii) Advise patients to see their doctor 
immediately if they develop a skin rash

(iii) Comprehensively evaluate any patients 
presenting with a rash

Risk of Venous Thromboembolism with
Hormone Replacement Therapy

Three papers published in The Lancet on 12th

October 1996 showed an increased risk of deep
vein thrombosis and/or pulmonary embolism in
women currently taking hormone replacement
therapy (HRT).

All three studies showed a relative two to four
fold increased risk of venous thromboembolism
in current users of HRT compared to non-users.
 The absolute risk is calculated to correspond to
between 16 and 23 excess cases per 100,000
women per year for venous thromboembolism
and 6 per 100,000 for pulmonary embolism. 
All three studies indicate that the risk of
thromboembolism disappears once treatment is
stopped.  There was no obvious difference in
risk between the different preparations of HRT
examined.

The occurrence of venous thromboembolism in
this patient group is rare and therefore the
apparent increased risk reported in these studies
is small in absolute terms.  It is important that
the risk is seen in the context of the benefits of
treatment, in particular relief of menopausal
symptoms and prevention of osteoporosis in
longterm users.

The risks of venous thromboembolism are
likely to be greater in women with predisposing
factors such as a personal or family history of
deep vein thrombosis or pulmonary embolism,
severe varicose veins, obesity, surgery, trauma,
or prolonged bed rest.  It would be prudent to
review the need for HRT treatment in women
who have such predisposing factors, as in some
cases the risks of HRT may be expected to
exceed the benefits.

ACE Inhibitors

Angioedema is a well recognised adverse
reaction associated with most of the ACE
inhibitors.  Some publications quote an
incidence of 0.1 - 0.2% among patients
receiving these drugs, but that this may be
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under-estimated. While the majority of cases
are seen early in the course of treatment,
angioedema may develop at any time during
administration of ACE inhibitors and intervals
of up to 2 years have been reported.  In
addition, recurrent episodes of angioedema
have been reported.

It is likely that patients who develop
angioedema soon after starting treatment with
an ACE inhibitor will have the drug
discontinued promptly, however, if a long
interval exists between the initial prescription of
the drug and the onset of angioedema a causal
relationship may be overlooked.

Grapefruit Juice

Recent reports have appeared in the media in
Ireland and the UK referring to the previously
recognised interaction observed between
grapefruit juice and certain medicines.  These
medicines include dihydropyridine calcium
antagonists (i.e. nicardipine, nifedipine,
felodipine, isradipine, nilvadipine) verapamil,
cyclosporin and terfenadine.

The resulting interaction appears to significantly
increase drug levels.

Prescribers are requested to remind patients not
to take any of the above medicines with
grapefruit juice.

Tolrestat (Alredase)

Tolrestat was licensed by the Board in 1988 for
the treatment of diabetic neuropathy.  Its
distribution was limited to specialist physicians
and an extensive post-marketing surveillance
monitoring programme was carried out until
1994.  This study did not reveal any major
safety concerns observed during usage in
Ireland.

Results of recent studies undertaken by the
company to further evaluate the product's
efficacy failed to confirm the positive results
seen in previous studies which formed the basis
of the initial authorisation of tolrestat.  For this
reason the company decided to voluntarily
withdraw the product from all worldwide
markets from October 11th 1996 and to notify
physicians and pharmacists accordingly.

Data Sheet Compendium

The Board has been informed by the Irish
Pharmaceutical Healthcare Association (IPHA)
that its 1997/98 Data Sheet Compendium will
be published in March 1997. The compendium,
which includes prescribing information will be
circulated to all general practitioners and
registered pharmacists.  Further
information/copies may be obtained free of
charge, on request from IPHA, Franklin
House, 140 Pembroke Road., Dublin 4.  Tel :
(01) 6603350.

Reporting Suspected Adverse Reactions

Spontaneous reporting of suspected adverse
drug reactions (ADRs) is considered among the
most effective methods for surveillance of
drugs following their introduction to the market
place.  The internationally accepted definition
of an adverse drug reaction is:

"A reaction which is harmful and unintended
and which occurs at doses normally used in
man for the prophylaxis, diagnosis or treatment
of disease or  the  modification  of
physiological function"
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The Irish Medicines Board maintains an adverse
reaction reporting system, entering anonymised
suspected case reports onto a national database
which is regularly reviewed to identify and
evaluate adverse drug effects and when
appropriate to revise prescribing information
accordingly. Details of patient or reporter
identities are not included on the database and
are maintained in  strictest confidence by the
Board.  Provision of reports is wholly
dependent on the co-operation of Health Care
Professionals using the "yellow card" system
and despite the burdensome nature of form-
filling for busy professionals the Board wishes
to remind prescribers of the need for on-going
drug monitoring. 

No surveillance for the safety and quality of
drugs can be continued unless adverse reactions
are reported.  Often an individual's experience
may be limited to one or two cases but when
collated with additional reports from other
sources may be helpful in the assessment of a
possible safety hazard.

In particular The Board would like to
emphasise reporting of :

- All suspected reactions to new medicines 
(i.e. less than 2 years old)

- Serious suspected reactions to established 
medicines

- Any suspected increase in the frequency 
of minor reactions

- All suspected teratogenic effects

Adverse reactions may be notified using "free
post" yellow cards included in the Data Sheet
Compendium. Further supplies may be
obtained on  request from the
pharmacovigilance unit of The Board. As much
detail as possible should be provided on report
forms with any supplementary
information/comments attached. It is
appreciated that all information requested on the
report form may not always be available,  this
should not be a deterrent to reporting.

The Board wishes to acknowledge the
contribution made to the scheme by
reporters over the years.


