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Champix (varenicline)

Champix (varenicline) is a medicinal prod-
uct authorised for use throughout the Euro-

pean Union through the European licensing
process for the treatment of smoking cessation
in adults. It is a non-nicotine aid which can
help relieve the cravings and withdrawal symp-
toms associated with stopping smoking.

The recommended dose of varenicline is
1mg twice daily following a 1-week titration
(i.e. 0.5mg daily for the first three days [days
1-3], then 0.5mg twice daily for the next three
days [days 4-7], increasing to 1mg twice daily
thereafter [day 8 onwards]). However, for
patients who cannot tolerate the adverse
effects of varenicline, the dose may be lowered
temporarily or for the duration of treatment,
to 0.5mg twice daily. The patient should set a
date to stop smoking and varenicline dosing
should start 1-2 weeks before this date.
Patients should be treated with varenicline for
12 weeks. For patients who have successfully
stopped smoking at the end of 12 weeks, an
additional course of 12 weeks treatment with
varenicline at 1 mg twice daily may be con-
sidered.

Varenicline has been marketed in Ireland
since December 2006 and since that time the
IMB, in conjunction with the European Medi-
cines Agency (EMEA), has closely monitored
its safety. The most frequently reported
adverse reactions notified in association with
varenicline include gastrointestinal disorders
such as increased appetite, nausea, vomiting
and taste disturbance, general effects such as

fatigue and CNS effects, including headache,
somnolence, dizziness and sleep disorders. It is
important to note that these suspected reac-
tions may not necessarily have been caused
by varenicline and may relate to other factors
including nicotine withdrawal.

Following concerns about reports of depres-
sion, suicidal ideation and suicidal behaviour
associated with use of varenicline, the avail-
able data were reviewed at EU level. This review
concluded that smoking cessation, with or
without treatment may be associated with
symptoms of anxiety and depression including
exacerbation of underlying psychiatric ill-
nesses. As a result, the product information for
varenicline was updated to include additional
warnings about the risk of depression, associ-
ated with its use and as a symptom of nicotine
withdrawal. It was also recommended that
patients should be advised accordingly.

Further review of data is underway to facili-
tate assessment of a causal association between
varenicline and depression/suicide related
effects and the outcome of this review and fur-
ther updates to the product information will be
communicated, when available.

Healthcare professionals are reminded to
adhere to the approved recommendations for
use of varenicline and to closely monitor
patients during use, advising them to report
any symptoms associated with their treatment
to their doctor. All suspected adverse reactions
associated with use of varenicline should be
notified to the IMB in the usual way.

Drug Safety – September 2008 – Issue Number 28

Correspondence/Comments should be sent to the

Pharmacovigilance Section, Irish Medicines Board,
Kevin O’Malley House, Earlsfort Centre, Earlsfort Terrace, Dublin 2.

Tel: 676 4971-7 Fax: 676 2517

I R I S H M E D I C I N E S B O A R D



Antidepressants – Update on
suicidal thoughts and behaviour

Further to previous articles regarding the risk
of suicidal behaviours associated with use of

antidepressants, most recently in relation to
children and adolescents (Issue 21, 2006), a
comprehensive review of available clinical
trial data for individual antidepressants was
undertaken at EU and US level to further
assess the risk of suicidality in adults treated
with these medicines.

The review concluded that as previously
suggested, young adults may be at an
increased risk of suicidal behaviour when
treated with antidepressants. A report sum-
marising the data assessed was recently pub-
lished and is available from www.hma.eu/
222.html.

As a result of this review, it was agreed at
EU level that the product information for all
antidepressants should be further updated to
more fully reflect the current evidence regard-
ing the potential risk of suicidal behaviour
with antidepressants as follows:

Suicide/suicidal thoughts or clinical
worsening

Depression is associated with an increased risk
of suicidal thoughts, self harm and suicide
(suicide related events). This risk persists until
significant remission occurs. As improvement
may not occur during the first few weeks or
more of treatment, patients should be closely
monitored until such improvement occurs. It
is general clinical experience that the risk of
suicide may increase in the early stages of
recovery.

Other psychiatric conditions for which <name
of antidepressant> is prescribed can also be asso-
ciated with an increased risk of suicide related
events. In addition, these conditions may be co-
morbid with major depressive disorder. The same
precautions observed when treating patients with
major depressive disorder should therefore be
observed when treating patients with other psychi-
atric disorders. [Please note: This information
only applies to those medicinal products
which have additional indications to a
depression indication]

Patients with a history of suicide related
events, or those exhibiting a significant degree

of suicidal ideation prior to commencement of
treatment are known to be at greater risk of
suicidal thoughts or suicide attempts, and
should receive careful monitoring during
treatment. A meta analysis of placebo con-
trolled clinical trials of antidepressant drugs in
adult patients with psychiatric disorders
showed an increased risk of suicidal behaviour
with antidepressants compared to placebo in
patients less than 25 years old.

Close supervision of patients and in partic-
ular those at high risk should accompany drug
therapy especially in early treatment and fol-
lowing dose changes. Patients (and caregivers
of patients) should be alerted about the need to
monitor for any clinical worsening, suicidal
behaviour or thoughts and unusual changes
in behaviour and to seek medical advice
immediately if these symptoms present.

Revised wording for the Patient
Information Leaflet

Thoughts of suicide and worsening of your
depression or anxiety disorder

If you are depressed and/or have anxiety dis-
orders you can sometimes have thoughts of
harming or killing yourself. These may be
increased when first starting antidepressants,
since these medicines all take time to work,
usually about two weeks but sometimes
longer.

You may be more likely to think like this:

• If you have previously had thoughts about
killing or harming yourself.

• If you are a young adult. Information from
clinical trials has shown an increased risk
of suicidal behaviour in adults aged less
than 25 years with psychiatric conditions
who were treated with an antidepressant.

If you have thoughts of harming or killing
yourself at any time, contact your doctor or go
to a hospital straight away.

You may find it helpful to tell a relative or
close friend that you are depressed or have an
anxiety disorder, and ask them to read this
leaflet. You might ask them to tell you if they
think your depression or anxiety is getting
worse, or if they are worried about changes in
your behaviour.
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Moxifloxacin

Further to a previous article regarding use
and safety of moxifloxacin (Issue 26 – Jan-

uary 2008), the European Medicines Agency’s
(EMEA) Scientific Committee (The Committee
for Human Medicinal Products – CHMP)
recently finalised its review of the safety of
moxifloxacin-containing medicines for oral
use. This review concluded that the benefits of
oral moxifloxacin continue to outweigh its
risks. However, due to safety concerns, mainly
related to an increased risk of hepatic adverse
reactions, the CHMP has recommended
restriction of its use indicating that for acute
bacterial sinusitis and acute exacerbations of
chronic bronchitis, moxifloxacin should only
be prescribed when other antibiotics cannot
be used or have failed. In the case of commu-
nity acquired pneumonia, the CHMP recom-
mends that moxifloxacin should only be
prescribed when treatment with other antibi-
otics cannot be used.

The CHMP also recommended that the
product information for moxifloxacin should
be updated to include strengthened warnings
regarding the risk of diarrhoea, heart failure
in women and older patients, severe skin and
hepatic reactions. These recommendations
are currently under consideration at EU Com-
mission level and will be implemented in
accordance with the Commission’s Decision,
when available.

Healthcare professionals are reminded to
monitor patients for the early signs and
symptoms of cardiac, liver or skin reactions
with moxifloxacin and patients should be
advised to stop treatment if such symptoms
occur and to seek medical advice before con-
tinuing treatment.

Healthcare professionals are also
requested to report suspected adverse reac-
tions associated with use of moxifloxacin-
containing products to the IMB, via the
on-line reporting system accessible from the
IMB website at www.imb.ie or by the down-
loadable version of the adverse reaction
report form also available from the IMB’s
website, or through the post-paid reporting
cards.

Erythropoeitin – containing
products – Outcome of EU review

Following identification of concerns regard-
ing the safety of Erythropoiesis Stimulating

Agents (ESAs) in patients with anaemia result-
ing from renal insufficiency or chemotherapy,
a review was initiated at EU level to assess the
available data. This review considered the
results from randomised controlled clinical
studies, meta-analyses and a Cochrane Review
which raised concerns about:

• Shortened time to tumour progression,
reduced overall survival and increased risk
of venous thromboembolism in cancer
patients treated with ESAs.

• Increased risk of death and serious cardio-
vascular events in anaemic patients with
chronic renal failure treated with ESAs,
when haemoglobin exceeds a concentra-
tion of 12 g/dL.

The review concluded that the benefits of these
ESAs continue to outweigh their risks in the
approved indications. However, changes to the
product information were recommended and
implementation of these is ongoing.

Where appropriate, the recommended con-
ditions of use in the SmPCs for ESAs have been
amended to include the following information:

• Criteria for administration of ESAs to
patients with symptomatic anaemia associ-
ated with renal insufficiency or non-
myeloid malignancies.

• The lowest dose of ESA should be adminis-
tered to maintain haemoglobin concentra-
tion within the range 10 – 12 g/dL, and

• To advise that blood transfusions may be
the preferred treatment option in certain
therapeutic situations in cancer patients
with chemotherapy-related anaemia. The
decision to administer ESAs should be
based on an informed risk-benefit assess-
ment with the participation of the individ-
ual patient and should take into account
the type of tumour and its stage; the degree
of anaemia; cancer prognosis; the treat-
ment environment; and patient preference.
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In accordance with the EU recommendations,
the IMB issued a letter to relevant healthcare
professionals regarding the outcome of this
review and the updated warnings, a copy of
which is available from the website
(www.imb.ie).

Marketing authorisation holders are con-
ducting further studies to investigate the risks
highlighted in this communication and fur-
ther information should become available in
due course. Prescribers are urged to prescribe
ESAs according to their approved indications
only.

Suspected adverse reactions related to use of
an ESA should be reported to the IMB and/or
the relevant company in accordance with nor-
mal procedures.

Registering with the IMB for safety
alerts and updates

Users of the IMB website have the option of
registering their contact information with

the IMB to enable them to receive direct and
immediate notification of alerts/updates by
email or text message.

To facilitate prompt access to these updates,
users are encouraged to avail of this option by
registering on the website at www.imb.ie

Adverse Reaction & Quality Defect
Reporting

The Irish Medicines Board (IMB) monitors
the safety and quality of all authorised

medicines available on the Irish market on an
on-going basis and part of this monitoring is
carried out through review and evaluation of
suspected adverse reactions and quality
defects. The IMB’s website now includes a facil-
ity for on-line reporting of quality defects and
suspected adverse reactions associated with the

use of medicinal products. It is hoped that this
facility will further enhance the existing
reporting systems through the provision of a
convenient electronic mechanism for report-
ing.

To avail of the new on-line facility, reporters
can log on to www.imb.ie and follow the link to
‘On-line Reporting’ under the Safety & Quality
Section of the website where further instructions
on how to complete the individual case report
forms are available. Certain mandatory fields
are required to successfully submit a report on-
line and these include reporter details and a
contact email address. The latter will facilitate
return of a unique adverse reaction report iden-
tifier number as confirmation of a successfully
submitted report. In addition, for adverse reac-
tion reports, in line with the legislative require-
ments, the minimum criteria for a valid
adverse reaction report must be provided for a
report to be accepted.

The IMB ‘freepost’ systems for reporting
quality defects and adverse reactions to medic-
inal products remain in place and reporters can
continue to use the various downloadable or
hard-copy forms for reporting purposes.

The IMB is always keen to help, encourage
and establish safety and monitoring reporting
practices. Any centres or practices wishing to
develop their reporting systems should contact
the relevant sections of the IMB for further
information. In this regard, for suspected
adverse reaction reporting, the IMB Pharma-
covigilance Section may be contacted on tele-
phone no. 01– 6764971, or by fax on 01
–6762517. With respect to quality defect report-
ing, the IMB Market Compliance Section may
be contacted via telephone no. 01 676 4971
and by fax on 01 6764061.

Email addresses for the relevant groups are
as follows:
Pharmacovigilance:
imbpharmacovigilance@imb.ie
Market Compliance:
recallsandqualitydefects@imb.ie
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