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Kenalog Injection 40mg/ml, containing the
active substance triamcinolone acetonide, is
approved in Ireland for use by intra-articular
or intra-muscular (deep intragluteal only)
use only for the local management of
inflammation involving joints such as seen
with rheumatoid arthritis, osteoarthritis and
psoriatic arthropathy, and for the management
of corticosteroid responsive conditions such
as allergic asthma, rheumatoid arthritis and
certain connective tissue disorders, where
depot therapy is indicated.

The currently approved product information
for Kenalog clearly states that it should not
be used by routes other than intra-articular
and intra-muscular and it is absolutely
contra-indicated for use by intravenous,
intra-thecal or intra-ocular injection.

The following additional warning statement
as regards the use of Kenalog by routes
other than intra-articular and intra-muscular
has recently been included in the approved
product information:

Adequate studies to demonstrate the safety
of Kenalog use by intra-turbinal,
subconjunctival, sub-tenons, retrobulbar
and intraocular (intravitreal) injections
have not been performed. Endophthalmitis,
eye inflammation, increased intraocular
pressure and visual disturbances including
vision loss have been reported with
intravitreal administration. Several
instances of blindness have been reported
following injection of corticosteroid
suspensions into the nasal turbinates and

intralesional injection about the head.
There have been a few reports in the
literature of the development of cataracts in
patients who have been using
corticosteroids for prolonged periods of
time. Prescribers should be aware of the
possible role of corticosteroids in cataract
development.

As such, the IMB would like to take this
opportunity to remind healthcare professionals
that Kenalog should not be used by routes
other that intra-articular and intra-muscular
and should only be used in accordance with
the recommendations in the approved
summary of product characteristics.

GLUCOSAMINE AND WARFARIN
INTERACTION

Glucosamine is a medicinal substance
authorised in Ireland for the treatment/relief
of the symptoms of osteoarthritis.

A potential interaction between glucosamine
and the anticoagulant medication, warfarin,
has been identified and this interaction may
result in an increased warfarin effect.
Healthcare professionals are advised that
consideration should be given to increased
monitoring of warfarin levels in patients
taking glucosamine and warfarin. Any
suspected cases of adverse reactions should
be notified to the IMB in the usual way.
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Further to previous articles on BCG
Vaccine SSI1, this update includes a
complete overview of the numbers and
types of suspected adverse reactions
occurring in Ireland and reported to the
IMB in association with use of BCG
Vaccine SSI up to the end of 2006.

BCG Vaccine SSI [Danish 1331 strain] was
first authorised in Ireland in 2001 for
immunisation against tuberculosis and has
been used in the immunisation programme
since the withdrawal of the Evans BCG
vaccine from the market in July 2002.  

As detailed in the graph, a significant
increase in the number of suspected adverse
reaction reports notified to the IMB was
observed between 2002 and 2004 and a
retrospective review of these reports and
follow-up questionnaires carried out by
paediatric experts and IMB staff suggested
that the increased reporting rate, although
within the expected frequency of adverse
reactions expected for the product,
appeared to be associated with a
combination of factors including
heightened awareness surrounding use of
the newly available BCG Vaccine SSI
following publicity associated with the
withdrawal of the previously used product, 

a change in vaccine potency and
reactogenicity [the Danish 1331 strain is
known to be a more potent than the
previously approved Copenhagen 1077
strain] and administration errors due to
incorrect dose or route of administration.

Following publication of a series of articles
in MIMS Ireland1 and in the IMB’s Drug
Safety Newsletter2 highlighting the issues
identified above, the rate of reporting to the
IMB decreased significantly in 2005, with a
similar rate of reports submitted in 2006 [54
case reports].

The majority of reports received during
2006 continued to involve local reactions,
some of which were considered serious as
they involved abscess formation,
lymphadenopathy and/or secondary
infection and some of which also required
medical or surgical intervention (i.e.
excision/drainage), or treatment with
intravenous or oral antibiotics. 

The IMB would like to take this opportunity
to again highlight the potential for serious
adverse reactions associated with BCG
Vaccine SSI e.g. lymphadenopathy, abscess
formation etc., particularly if the vaccine is
inadvertently given subcutaneously or
intramuscularly rather than intradermally.
As such, prescribers are reminded of the
importance of administering this vaccine
intradermally in order to minimise the
occurrence of severe local reactions and to
continue to report any suspected adverse
reactions to the IMB. 

References:

1. MIMS Ireland Apr 03, Sep 04,
Feb 05 & Mar 06. 

2. IMB Drug Safety Newsletter
Editions 17 & 21.

2

BCG VACCINE - UPDATE
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Terbinafine is a medicinal substance
authorised in Ireland, for oral use, in the
following indications:

Fungal infections of the skin such as
Tinea corporis, Tinea cruris and Tinea
pedis caused by Trichophyton (e.g. T.
rubrum, T. mentagrophytes, T.
verrucosum, T. violaceum), Microsporum
canis and Epidermophyton floccosum)
where oral therapy is considered
appropriate due to the site, severity or
extent of the infection. 

Onychomycosis (terbinafine-sensitive
fungal infection of the nails) caused by 
dermatophytes.

Terbinafine was first authorised for oral use
in early nineteen nineties and since that
time the IMB has received a total of 97
reports of suspected adverse reactions
associated with its use. These reported
reactions have included a range of allergy-
related effects such as erythema multiforme,
as well as cases of systemic lupus
erythematosus, hepatic reactions, anaemia
and arthralgia. Therefore, and in view of the
known risk of serious adverse reactions
with the use of oral terbinafine, the IMB
would like to take this opportunity to
remind prescribers of important safety
information regarding the use of oral
terbinafine:

The use of oral terbinafine is not
recommended in patients with chronic or
active liver disease.  Before prescribing
terbinafine pre-existing liver disease
should be assessed.  Hepatotoxicity may
occur in patients with and without pre-
existing liver disease.  Patients prescribed
terbinafine should be warned to
immediately report any symptoms of
unexplained persistent nausea, anorexia,
fatigue, vomiting, right upper abdominal
pain, or jaundice, dark urine or pale
stools.  Patients with these symptoms
should discontinue taking oral terbinafine
and the patient's liver function should be
immediately evaluated.

Patients with impaired renal function
(creatinine clearance less than
50ml/minute or serum creatinine of more
than 300 μ mol/l) should receive half the
normal dose of terbinafine.

In vitro and in vivo studies have shown
that terbinafine inhibits the CYP2D6
enzyme system. Therefore, patients
receiving concomitant treatment with
drugs predominantly metabolised by this
enzyme, [e.g. certain members of the
following drug classes: tricyclic
antidepressants (TCAs), β-blockers,
selective serotonin reuptake inhibitors
(SSRIs), antiarrhythmics class IC and
monoamine oxidase inhibitors (MAO-Is)
Type B], should be closely monitored,
particularly if the co-administered drug
has a narrow therapeutic index. 

Patients on terbinafine who develop a
high fever or sore throat should be
examined for possible haematological
reaction. 

Oral terbinafine should be used with
caution in patients with psoriasis as in
rare cases exacerbation of the psoriasis
has occurred.

CONTACT DETAILS

Have we got the correct contact details for
you?

The IMB is anxious to ensure that our
mailing lists for healthcare professionals are
accurate and up to date. If there are any
errors/changes to the address to which this
communication was sent, it would be
appreciated if you would contact the
Pharmacovigilance Section of the IMB (see
below). Details of e-mail addresses are also
welcome to facilitate more rapid
dissemination of information in the future.
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TERBINAFINE FOR ORAL USE –
REMINDER OF IMPORTANT

SAFETY INFORMATION
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The Irish Medicines Board monitors the
safety of authorised medicinal products for
human use available on the Irish market, on
an on-going basis. Part of this monitoring is
carried out through review and evaluation
of suspected adverse reactions and the IMB
encourages all healthcare professionals to
notify suspected adverse reactions observed
during their practice. The IMB greatly
appreciates the interest in reporting and
acknowledges the enormous contribution of
busy healthcare professionals to the
continued surveillance of the safety of
medicines through this voluntary reporting
system. While the burdensome nature of
form filling is recognised and acknowledged,
the collection of adverse reaction reports is
essential to facilitate early detection of
potential safety issues and ensure effective
monitoring of the safety of authorised
medicines

The IMB’s national database includes
anonymised case details of over 34,000
suspected adverse reaction reports provided
by healthcare professionals and pharmaceutical
companies since the national reporting
programme was established in 1968. This
information is helpful to the IMB in its
evaluation of the safety profile of medicinal
products, and is also used for provision of
anonymised summaries of information in
response to enquiries.

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 they may contribute
considerably to the assessment of a
potential safety hazard.  Healthcare
professionals are reminded that it is not
necessary to determine a causal relationship
between a drug and subsequent event, prior
to reporting a suspected adverse reaction.

The terms “Adverse Reaction” and “Serious
Adverse Reaction” have specific regulatory
meanings, which have been agreed
internationally to ensure a common
understanding and consistent approach to
their interpretation. These terms are defined
as follows:

4

ADVERSE REACTION REPORTING

Adverse Reaction
A reaction which is noxious and unintended
and which occurs at doses normally used in
man for the prophylaxis, diagnosis or
therapy of disease or for the correction or
modification of physiological function.

Serious Adverse Reaction
A serious adverse reaction means an
adverse reaction which results in death, is
life-threatening*, requires in-patient
hospitalisation or prolongation of existing
hospitalisation, results in persistent or
significant disability or incapacity, or is a
congenital anomaly/birth defect.  

*Life-threatening in this context refers to a
reaction in which the patient was at risk of
death at the time of the reaction; it does not
refer to a reaction that hypothetically might
have caused death if more severe.

Criteria for Reporting Suspected
Adverse Reactions

The IMB welcomes reporting of any
suspected adverse reactions, but particularly
encourages healthcare professionals 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. A serious reaction
is defined as one, which is fatal, life
threatening, results in persistent or
significant disability/incapacity, results in
or prolongs hospitalisation. This
definition also includes congenital
abnormalities or birth defects and serious
adverse clinical consequences.

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 and
encourage adverse reaction monitoring and
reporting practices. Any centres wishing to
develop their reporting systems should
contact the Pharmacovigilance Section
(ph: 01-6764971, fax:01-6762517, 
email: imbpharmacovigilance@imb.ie).
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