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Desmopressin Nasal Spray
Formulation

Desmopressin is an anti-diuretic agent
authorised in Ireland for the diagnosis

and treatment of cranial diabetes insipidus
including post-hypophysectomy polyuria/
polydipsia and for the measurement of
urine concentration capacity. Desmo-
pressin tablets are also authorised for use
in the short term management of noctur-
nal enuresis.

Desmopressin is a synthetic analogue of
the natural anti-diuretic peptide vaso-
pressin with an increased anti-diuretic
activity and a prolonged duration of
action in comparison with the natural
peptide. Hyponatraemia is a rare but seri-
ous adverse reaction known to occur in
association with the use of desmopressin. It
has been reported at a rate of approxi-
mately 15 cases per 100,000 patient years
of exposure for nasal formulations and
has been predominantly associated with
overdose, excessive fluid intake or inap-
propriate use. It is not known whether
these adverse effects are dose-related but
there is strong evidence of a relationship to
the nasal formulation. As such, and fol-
lowing a European review, the indication
for treatment of primary nocturnal enure-
sis (PNE) has been removed from desmo-
pressin nasal spray preparations.

The decision to remove the PNE indica-
tion was taken because, in comparison
with oral formulations of desmopressin [5

cases per 100,000 patient years], nasal
forms were associated with the majority of
suspected serious adverse reactions in
patients with PNE, including in particular
hyponatraemia, water intoxication and
convulsions. As the risk/benefit profile of
the oral formulations is more favourable
than the nasal spray, the nasal form
should no longer be used for the treatment
of PNE in adults and children. Prescribers
should also be aware that there is a possi-
ble risk of severe hyponatraemia when
nasal desmopressin is used to treat
patients with cranial diabetes insipidus. 

Healthcare professionals are advised
that the oral and injectable formulations
of desmopressin remain authorised, with
oral treatment recommended for the fol-
lowing indications only:

1. For the short term treatment of primary
nocturnal enuresis in patients (from 5
to 65 years of age) with normal ability
to concentrate urine.

2. For the diagnosis and treatment of cra-
nial diabetes insipidus including post-
hypophysectomy polyuria/polydipsia. 

3. For the symptomatic treatment of noc-
turia in adults up to 65 years only,
associated with nocturnal polyuria,
i.e. nocturnal urine production exceed-
ing bladder capacity.

The risk of hyponatraemia occurring with
oral desmopressin can be reduced by
closely following the advice in the
approved product information.
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Non-Steroidal Anti-Inflammatory
Drugs [NSAIDs]

NSAIDs are a class of medicinal prod-
ucts authorised for the treatment of

arthritis and other inflammatory/painful
conditions. These medicines include selec-
tive COX-2 inhibitors and non-selective
NSAIDs. Following withdrawal of rofe-
coxib (Vioxx) in 2004, the safety of NSAIDs
was reviewed at national and EU level. 

The last review, based on newly avail-
able data and analysis of cardiovascular
and cerebrovascular safety from clinical
and epidemiological studies suggested a
potentially increased risk of arterial throm-
bosis (myocardial infarction or stroke) with
some non–selective NSAIDs, especially if
used at high doses and in long-term treat-
ment. There were insufficient data to assess
the thrombotic risk for other non-selective
NSAIDs, therefore an increased risk cannot
be excluded. 

Although the overall benefit/risk profile
of non-selective NSAIDs remains favour-
able when individual products are used in
accordance with the recommendations and
warnings specified in the product informa-
tion and taking account of individual
patient risk factors, the IMB wishes to high-
light the following information regarding
the potential risk of cardiovascular, cere-
brovascular and gastrointestinal effects:

General:

• Prescribers should continue to choose
NSAIDs on the basis of the overall
safety profile of the product, described
in the product information and taking
account of the patient’s age, concomi-
tant medications and individual risk
factors.

• The lowest dose for the shortest possible
time necessary to relieve symptoms
should be prescribed.

• Prescribers should not switch between
NSAIDs without careful consideration
of the overall safety profile of the prod-
ucts and the patient’s individual risk
factors, as well as patient’s preferences.

• For patients on chronic treatment, the
need for therapy should be re-evalu-
ated periodically, especially in
patients with intermittent symptoms. 

Gastrointestinal aspects:

• NSAIDs are contra-indicated in patients
with a history of gastrointestinal bleed-
ing or perforation, related to previous
NSAID therapy, active or history of
recurrent peptic ulcer/haemorrhage
(two or more distinct episodes of proven
ulceration or bleeding)

• NSAIDs should be used with caution
in patients at risk of gastrointestinal
bleeding e.g. elderly patients and
patients receiving concomitant med-
ications that could increase the risk of
ulceration or bleeding, such as oral
corticosteroids, warfarin and aspirin. 

• Concomitant aspirin treatment, which
signals an increased risk for GI bleed-
ing or CV complications, requires par-
ticular consideration and any need for
gastro-protective treatment should be
considered as part of individual risk
assessment.

Cardiovascular & cerebrovascular
aspects:

• NSAIDs are contraindicated in
patients with severe heart failure 

• NSAIDs should be used with caution
in patients with a history of hyperten-
sion and/or heart failure as fluid
retention and oedema have been
reported in association with NSAID
therapy. Caution should also be exer-
cised before initiation of treatment in
patients with risk factors for the devel-
opment of cardiovascular events (e.g.
hyperlipidaemia, diabetes mellitus,
smoking).

• Patients with uncontrolled hyperten-
sion, congestive heart failure, estab-
lished ischaemic heart disease,
peripheral arterial disease and/ or
cerebrovascular disease should only
be treated with NSAIDs after careful
consideration.
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Piroxicam Update
[Feldene And Brexidol]

Piroxicam is a non-steroidal anti-
inflammatory drug [NSAID]. It has

been available on the market for many
years and has been used in the treatment
of many painful conditions. 

Following a European-wide safety
review of piroxicam for systemic use, it
has now been agreed that because of the
risk of gastrointestinal and cardiovascu-
lar side effects as well as serious skin reac-
tions the use of piroxicam should be
restricted as follows:

• Piroxicam should no longer be used
for treatment of short-term painful
and inflammatory conditions.

• Piroxicam is now only recommended
for use as a second line treatment for
the symptomatic relief of osteoarthri-
tis, rheumatoid arthritis and ankylos-
ing spondylitis.

• Prescription of piroxicam should
always be initiated by a physician
experienced in the treatment of
patients with inflammatory or degen-
erative rheumatic diseases.

• Treatment with piroxicam should be
used in the lowest dose (no more than
20 mg per day) and for the shortest
duration possible and treatment
should be reviewed after the first 14
days of starting.

• Prescribers should always consider
prescribing piroxicam with a gastro-
protective agent, such as misoprostol
or a proton-pump inhibitor.

• Piroxicam should not be prescribed for
patients who are more likely to develop
side effects, such as those with a history
of gastro-intestinal disorders associated
with bleeding, or those who have had
skin reactions to other medicines.

• Piroxicam should not be prescribed in
association with any other NSAID or
an anticoagulant.

Botulinum Toxin Update

Botulinum toxins (Types A and B) are
proteins produced by the bacterium

Clostridium botulinum. These toxins act
by preventing release of acetylcholine at
the neuromuscular or other cholinergic
junctions and produce a reversible partial
denervation of the injected muscles or
eccrine glands. 

Botulinum toxins Type A or B are the
active substances in 3 medicinal products
authorised in Ireland (Botox, Dysport &
Neurobloc). Healthcare professionals are
reminded that these products should only
be used by physicians with appropriate
experience for the approved indications as
outlined below:

1. Botox (Type A) is indicated for the
management of:
• Blepharospasm, hemifacial spasm

and associated focal dystonias.
• Cervical dystonia (spasmodic torti-

collis).
• Focal spasticity, 

– associated with dynamic equi-
nus foot deformity due to spas-
ticity in ambulant paediatric
cerebral palsy patients, two
years of age or older.

– of the wrist and hand in adult
post stroke patients.

• Persistent severe primary hyper-
hidrosis of the axillae, which inter-
feres with the activities of daily
living and is resistant to topical
treatment.

2. Dysport (Type A) is indicated for the
treatment of:
• Spasticity of the arm in patients fol-

lowing a stroke.
• Dynamic equinus foot deformity

due to spasticity in ambulant paedi-
atric cerebral palsy patients, two
years of age or older

• Spasmodic torticollis
• Blepharospasm 
• Hemifacial spasm 

3. NeuroBloc (Type B) is indicated for the
treatment of cervical dystonia (torticol-
lis).

It should be noted that the dosage units for
each botulinum toxin product are specific
to that product and are not interchange-
able with those used to quantify the dose of
other botulinum toxin products.
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The product information for the above-
mentioned products has recently been
updated to reflect the following important
safety information:

• Serious adverse events related to the
distant spread of botulinum toxin,
including muscle weakness, dysphagia
and aspiration, have been reported
very rarely with all botulinum toxin
products, some of which had a fatal
outcome.

• There is a need for extreme caution
when administering botulinum toxin
products to patients with neurological
disorders or a history of dysphagia or
aspiration. 

The benefit-risk ratio of botulinum toxin is
acceptable when acceptable when used for
approved indications. In order to minimize
the risk of serious reactions due to spread
of toxin, it is essential that the precautions
and warnings and the recommended
administration guidance (including the
recommendation to use the minimum
effective dose and titrate according to indi-
vidual requirements) is strictly followed, as
outlined in the product information.
Patients or care-givers should be informed
about the risk of spread of toxin and be
advised to seek immediate medical care if
swallowing, speech or respiratory disorders
arise.

Neuroleptics And Cardiac Side Effects

Neuroleptics are a class of medicinal
products authorised in Ireland for the

treatment of acute and chronic schizo-
phrenia and other psychotic conditions,
as well as for the management of manic
disorders, bipolar disorder, severe agita-
tion and disturbed behaviours in patients
with schizophrenia. 

Following concerns regarding the car-
diotoxicity of thioridizine in 2000 and its
subsequent withdrawal from the market, a
review of neuroleptic substances was initi-
ated in the EU to consider the level of car-
diac risk associated each neuroleptic
substance and the possibility of an overall
class effect.

This review was recently completed and
concluded that haloperidol, pimozide,
sertindole or ziprasidone should be
absolutely contra-indicated as follows:

• Clinically significant cardiac disorders
(e.g. recent acute myocardial infarc-
tion, uncompensated heart failure,
arrhythmias treated with class IA and
III anti-arrhythmic medicinal prod-
ucts), 

• QTc interval prolongation,
• History of ventricular arrhythmia or

Torsades de pointes,
• Uncorrected hypokalaemia, and
• Patients taking other medicines

known to prolong the QT interval. . 

These substances should be used with
caution in patients with cardiovascular
disease or a family history of QT prolon-
gation. In addition, it is recommended
that patients undergo a baseline ECG
prior to commencement of treatment and
that the need for on-going ECG monitor-
ing is assessed on an individual patient
basis. Whilst on therapy, the dose of these
neuroleptics should be reduced if the QT
is prolonged and should be discontinued
if QTc is > 500ms. Finally, periodic elec-
trolyte monitoring is recommended dur-
ing therapy and the concomitant use of
other neuroleptic medicines should be
avoided.

The remaining substances that fall
into the neuroleptic class of medicinal
products were considered to have either
insufficient data (loxapine, oxypertine,
perphenazine, pipothiazine, prochlorper-
azine, promazine and remoxipride) or
limited data (amisulpride, benperidol,
chlorpromazine, clozapine, fluphenazine,
flupenthixol, levomepromazine, olanze-
pine, quetiapine, risperidone, sulpiride,
trifluoperazine, zotepine and zuclo-
penthixol) to suggest a potential cardiac
risk/risk of QT prolongation. For these
substances, caution is recommended in
patients with cardiovascular disease or a
family history of QT prolongation and
the concomitant use of other neuroleptic
medicines should be avoided.
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