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Fenfluramine and Dexfenfluramine

Recent articles published in the Medical
Literature described a possible association
between the occurrence of valvular heart
disease with use of anorectic agents.  Initially
these reports appeared to be related to
concomitant use of fenfluramine or
dexfenfluramine with other anorectic agents 1,2.
However, additional literature reports together
with data subsequently received by the IMB
from the US suggested that this serious
reaction could occur with use of
fenfluramine/dexfenfluramine alone 3,4.  In view
of the serious nature of these effects the
company agreed to withdraw both products
from all markets world-wide.

“Dear Doctor/Pharmacist” letters have been
circulated by the company informing
prescribers about the need to withdraw patients
from treatment.  In addition, the IMB is liaising
with the company regarding the removal of
these products from the Irish marketplace.  To
date, no reports of valvular heart disease with
fenfluramine or dexfenfluramine either when
used alone or in combination with any other
anorectic agents have been notified in Ireland,
however you are requested to report any
suspected cases observed in your practice.

References:
1 - 4  New England Journal of Medicine

   1997; 337 : 581 - 588, 629 - 630, 635, 636.

Terbinafine (Lamisil)

Terbinafine is an antifungal agent indicated for
the treatment of onychomycosis (nail
infections), fungal skin infections, tinea
corporis, tinea cruris and tinea pedis
(ringworm).  It was first authorised by the IMB
in December 1994 for use by consultant
dermatologists.  It is now available in over 60
countries world wide and post marketing
surveillance studies have been carried out in
the UK  and Ireland.  Following review of the
results of these studies together with
assessment of the reports identified through
spontaneous monitoring systems and the
literature the IMB together with its experts
have agreed to allow its use by all prescribers.
Like other antifungal drugs terbinafine has
been associated with hepatic reactions and
rarely agranulocytosis. Prescribers are
reminded to monitor patients with pre-existing
hepatic dysfunction and to be alert for
symptoms such as unexplained fever and sore
throat.  Any suspected adverse reactions
observed should be reported to the IMB.

Reference:
1. British Journal of Clinical Pharmacology

1996; 42 : 599-665
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Malathion

The IMB has been made aware of recent media
reports suggesting that absorption of malathion
could result in children receiving 5-10 times the
recommended limit for occupational exposure.
This claim is based on a small unpublished
study and the IMB has not to date seen any
scientifically validated data to warrant
immediate regulatory action.  Comment and
clarification of the media reports has been
sought from the relevant companies and the
IMB will consider any appropriate action in the
light of information which would alter the
benefit/risk profile of this treatment.

Malathion is an organophosphate which has
been authorised in Ireland for some years
specifically for the treatment of head and pubic
lice.  It is absorbed through the skin in small
amounts but is rapidly detoxified and has little
effect on cholinesterase (the mechanism by
which other organophosphates are toxic).  To
date the IMB has received only isolated adverse
reaction reports associated with use of
malathion products.  Prescribers/pharmacists
should remind patients that products should
only be used when necessary and in accordance
with the information provided.

Combined Oral Contraceptives (COC’s) -
Update

Following our last update on this topic (3rd

Edition, January 1997), We have received very
helpful comments regarding the
recommendations for use.  As a result please
note the following revised recommendations.

Before starting treatment with COC’s, a
thorough general medical examination should
be carried out and the family medical history
carefully noted.  Gynaecological examination
(including the breasts and cytological smear of
the cervix) should be carried out if indicated.

In addition, prescribers are reminded that the
first consultation may be used to discuss other
relevant issues including advice to stop
smoking, advice about use of barrier methods
to protect patients from STDs and identify any
symptoms suggestive of HPV and examine if
appropriate.

Nucleoside Analogues

A number of drugs are now authorised for use
in Europe in the management of patients with
HIV infection/Aids.  These include lamivudine
(Epivir) Stavudine (Zerit) Zidovudine
(Retrovir) Didanosine (Videx) Zalcitabine
(Hivid).  A recent review of these products at
European level has suggested a need to revise
the product information to include the
following statements:

Cases of lactic acidosis (in the absence of
hypoxemia), usually associated with severe
hepatomegaly and hepatic steatosis have been
reported with the use of nucleoside analogues.
Treatment with nucleoside analogue therapy
should be discontinued in the setting of rapidly
elevating aminotransferase levels, progressive
hepatomegaly or metabolic/lactic acidosis of
unknown aetiology.

Caution should be exercised when
administering nucleoside analogues to any
patient (particularly obese women) with
hepatomegaly, hepatitis or other known risk
factors for liver disease.  These patients should
be followed closely.

Cases of lactic acidosis, usually associated
with severe hepatomegaly and hepatic steatosis,
have been reported with the use of nucleoside
analogues.
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Vitamin B6

The recommended daily allowance (RDA) for
Vitamin B6 in Ireland is 2.2mg.  Any product
which contains more than this amount or which
recommends a daily dose greater than this
amount must have a product authorisation.

High doses of this vitamin (greater than 50mg
daily) have been reported to be associated with
neurological damage and the IMB has
recommended that products containing amounts
greater than this be subject to prescription control.
The IMB is currently liaising with the relevant
companies to implement these new requirements.

Vigabatrin (Sabril)

Vigabatrin is an antiepileptic agent indicated as
“add-on therapy in the treatment of epilepsy
which is not satisfactorily controlled by another
antiepileptic drug” .  It is also recommended
for use as monotherapy for the management of
infantile spasms (West’s Syndrome).  Earlier
this year a paper was published which reported
on 3 cases of severe persistent visual field
constriction in patients who had taken
vigabatrin from 2 - 3 years.  Other isolated
reports have been brought to the IMB’s
attention through the international drug
monitoring programme and to date one such
case report has been notified which occurred in
Ireland.

Following review of this issue by the IMB the
product authorisation documents have been
varied to include the following statement “rare
instances of visual field defect, photophobia
and retinal disorders (such as peripheral retinal
atrophy) have been observed”.You are
reminded to report any suspected adverse
reactions to the IMB.

Reference:
British Medical Journal 1997; 314: 180-181

Hormone Replacement Therapy

Results of a recently published, large
observational study involving re-analysis of 51
trials have confirmed evidence of a slight
increase in the relative risk of breast cancer (by
factor of 1.023 per year).  This increase is
comparable with the effect on breast cancer of
delaying menopause, since among never-users
of HRT the relative risk of breast cancer
increases by a factor of 1.028 for each year
older at menopause. The increased effect is
reduced after cessation of use of HRT and has
largely if not wholly disappeared after about 5
years .

You are reminded of the IMB’s
recommendations regarding use of HRT as
outlined below:

Treatment is contraindicated in patients with
suspected or existing hormone dependent
disorders or tumours of the uterus, breast or
ovaries.

Women on therapy should have regular
examinations and be instructed in self-breast
examination.  Regular mammographic
investigations should be conducted where
considered appropriate.

At the present time there is some evidence
which suggests a slight increase in the relative
risk of breast cancer in post-menopausal
women receiving long-term hormone
replacement therapy.  A careful appraisal of
the risk/benefit ratio should be undertaken
before treating for longer than 5 years. Women
with a strong family history of breast cancer
should be carefully observed during treatment.

Reference:
1. The Lancet 1997; 350: 1042-1059
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Co-Amoxiclav (Augmentin)

Further to an earlier review of hepatobiliary
effects associated with use of co-amoxiclav the
IMB has continued to monitor the safety profile
of this product.

Recent discussions between the Board, the EU
Pharmacovigilance Working Party and the
manufacturer SmithKline Beecham have led to
further revisions of the prescribing information.
The main changes are as follows:

Therapeutic Indications

Augmentin is indicated for short term treatment
of bacterial infections at the following sites
when amoxycillin resistant beta-lactamase
producing strains are suspected as the cause.
In other situations, amoxycillin alone should be
considered.

Upper Respiratory Tract Infections
(including ENT) in particular sinusitis, otitis
media, recurrent tonsillitis.  These infections
are often caused by Streptococcus pneumoniae,
Haemophilus influenzae*, Moraxella
catarrhalis* and Streptococcus pyogenes.

Lower Respiratory Tract Infections in
particular acute exacerbations of chronic
bronchitis (especially if considered severe),
bronchopneumonia.  These infections are often
caused by Steptoccus pneumoniae,
Haemophilus influenzae*, Moraxella
catarrhalis*.

Genito-urinary Tract and Abdominal
Infections in particular cystitis, (especially
when recurrent or complicated - excludiing
prostatitis) septic abortion, pelvic or puerperal
sepsis and intra-abdominal sepsis which are
often caused by Enterobacteriaceae* (mainly

Escherichia Coli*), Staphylococcus
saprophyticus species, Enterococcus spp.

Skin and Soft Tissue Infections in particular
cellulitis, animal bites and severe dental
abscess with spreading cellulitis which are
often caused by Staphylococcus aureas*,
Steptoccus pyogenes and Bacteroides species*.

*Some members of these species of bacteria
produce beta-lactamase, rendering them
insensitive to amoxycillin alone.
Mixed infections caused by amoxycillin
susceptible organisms in conjunction with
Augmentin susceptible beta-lactamase
producing organism may be treated by
Augmentin.  These infections should not
require the addition of another antibiotic
resistant to beta-lactamases.

Posology

The duration of treatment should be appropriate to
the indication and should not exceed 14 days
without review.

Undesirable effects

Hepatic effects:
Moderate and asympotomatic rises in AST
and/or ALT and alkaline phosphatases have
been reported occasionally.  Hepatitis and
cholestatic jaundice have been reported rarely.
These hepatic reactions have been reported
more commonly with Augmentin than with
other penicillins. After Augmentin, hepatic
reactions have been reported more frequently in
males and elderly patients, particularly those
over 65.  The risk increases with duration of
treatment longer than 14 days.  These events
have been very rarely reported in children.

Signs and symptoms usually occur during or
shortly after treatment but in some cases may
not occur until several weeks after treatment
has ended.  Hepatic reactions are usually
reversible but they may be severe and, very
rarely, deaths have been reported.
Any suspected adverse reactions should be
notified to the IMB.


