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this 
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An EU-wide review of intravenous iron-containing
medicines* has recommended strengthened
measures to manage and minimise the risk of
hypersensitivity reactions associated with their use.
Intravenous iron products are indicated in the
treatment of iron deficiency and anaemia when
oral iron supplements are contraindicated or
ineffective. Serious hypersensitivity reactions,
including life-threatening anaphylactic reactions
have been reported in patients receiving IV iron.
These reactions can occur even when a previous
administration has been well tolerated (including a
negative test dose).  

Previously, an initial test dose has been
recommended before administration of the first
dose of some of these products (Cosmofer and
Venofer) to a new patient. However there are no
clear data to demonstrate that this initial dose
mimimises the risk. Conversely, it may give false
reassurance as hypersensitivity reactions have been
reported in patients that had a negative initial test
dose. Therefore an initial test dose is no longer
recommended and instead caution is warranted
with every dose of intravenous iron, even in
patients who responded well previously.  The
products should be given in accordance with the
specific posology and method of administration
outlined in the product information. Intravenous
iron should only be administered when staff trained
to monitor and manage anaphylactic reactions are
present and the patient is appropriately monitored
for signs and symptoms of hypersensitivity
reactions during and after the injection.

Iron deficiency anaemia in the first trimester of
pregnancy can usually be treated with oral iron (IV
iron should not be used). If used in the second or
third trimester any benefits of IV iron should be
carefully weighed against the risks. 

Intravenous iron-containing medicines–New recommendations to manage and
minimise risk of allergic reactions

Advice to Healthcare Professionals
• The prescribing, dosing, administration, and

safety information differs between IV iron
product formulations, and the individual
product information should be consulted before
and during use.

• An IV iron product should not be used in
patients with known hypersensitivity to the
active substance, the product itself, or any of its
excipients; it should also not be used in patients
with known serious hypersensitivity to any other
parenteral iron product. 

• The risk of hypersensitivity is increased in
patients with known allergies, immune or
inflammatory conditions, or those with a history
of severe asthma, eczema, or other atopic
allergy. In these patients, IV iron products should
only be used if the benefits are clearly judged to
outweigh the potential risks.

• IV iron should not be used during pregnancy
unless clearly necessary. Treatment should be
confined to the 2nd or 3rd trimesters, if the
benefit is clearly judged to outweigh the
potential risks for both mother and foetus. 

• A test dose prior to administration is no longer
recommended for any IV iron products. Instead,
caution is warranted with every dose of IV iron
that is given, even if previous administrations
have been well tolerated.

• IV iron products should only be administered
where staff members are trained to evaluate and
manage anaphylactic reactions, and resus-
citation facilities are immediately available. 

• Patients should be closely monitored for signs of
hypersensitivity during and for at least 30 minutes
after every administration of an IV iron product.
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• In the event of a hypersensitivity reaction,
treatment should be stopped immediately and
appropriate management initiated.

• All prescribers should inform patients of the risk
and seriousness of a hypersensitivity reaction
and the importance of seeking medical
attention if a reaction occurs. 

Key Message

• All intravenous iron preparations can cause
potentially fatal hypersentivity reactions.

• Giving a patient a test dose prior to
administration is no longer recommended as
a reliable way to predict how a patient will
respond to the full dose. Instead, caution is
warranted with every dose of IV iron that is
given, even if previous administrations have
been well tolerated.

• Intravenous iron should only be administered
where staff trained to monitor and manage
hypersentivity reactions are present and the
patient appropriately monitored for signs and
symptoms of hypersentivity reactions during
and after the injection.

* Products currently authorised in Ireland include
Cosmofer, Ferinject, Venofer and Monover. Further
details are available at www.imb.ie 

Cabazitaxel (Jevtana)–Potential for
medication error due to incorrect
reconstitution

Cabazitaxel* 60 mg is authorised for use in
combination with prednisone or prednisolone for
the treatment of metastatic hormone-refractory
prostate cancer (mHRPC) in patients previously
treated with a docetaxel containing regimen. It was
approved through a common EU assessment
procedure in March 2011 and is supplied as a vial
of concentrate and a vial of solvent. The
concentrate must first be diluted with the solvent
supplied before adding to the solution for infusion.

It is essential that the entire contents of the solvent
vial are added to the concentrate vial to ensure the
intended concentration of 10mg/ml cabazitaxel.
Reports of medication errors have occurred because
the entire fill of the solvent vial was not added to
the concentrate vial resulting in some patients

receiving a 15% to 20% higher dose of cabazitaxel
than was intended. The Marketing Authorisation
Holder recently highlighted this issue through a
letter sent to relevant healthcare professionals in
November 2013. 

Advice to Healthcare Professionals
• Healthcare professionals involved in the

preparation of cabazitaxel should be aware that
the entire contents of the solvent vial must be
added to the concentrate vial to produce a
concentrate–solvent mixture with the intended
concentration of 10mg/ml.

• Both the cabazitaxel concentrate vial and the
solvent vial contain an overfill to compensate
for liquid loss during the initial dilution process. 

• The required volume of the concentrate-solvent
mixture should be diluted immediately (within
one hour) to prepare the solution for infusion,
as described in the Summary of Product
Characteristics (SmPC) for cabazitaxel.

• Standard operating procedures and worksheets
developed by individual compounding units
should be updated to reflect the reconstitution
information for cabazitaxel in the SmPC.

• Please report any suspected adverse reactions
with cabazitaxel to the IMB, including those
associated with medication error, in the usual
manner.

Key Message

• The correct preparation of the infusion
solution of cabazitaxel requires two dilution
steps.

– Step one: For the initial dilution of the
concentrate, always dilute the contents of
the concentrate vial with the entire
contents of the solvent vial to reach a
concentration of 10 mg/ml in a premix.

– Step two: To prepare the infusion solution,
the required volume (in accordance with
the required patient dose) should be taken
and injected into an infusion container
containing an appropriate infusion
solution.

• The product information (SmPC) should be
consulted for full reconstitution instructions.

* The product information for cabazitaxel (Jevtana) is
accessible from the IMB website (www.imb.ie)
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User reporting of medical device
incidents

The medical device vigilance system was set up
under the medical device directives to minimise
risks to the safety of patients, users and others.  

The vigilance system achieves its objectives in
several ways:

• through manufacturers and users submitting
vigilance reports to the relevant competent
authorities (the IMB in Ireland);

• through the evaluation of reported incidents by
the competent authorities;

• through the dissemination of information,
which may be used to prevent recurrence of the
incident, or to alleviate the consequences of such
incidents, in cases when it is necessary to do so;

• by the device being updated, modified or taken
off the market in cases when it is necessary to do
so.

There is a mandatory requirement for
manufacturers to report vigilance issues in line with
the European Guidelines on a medical devices
vigilance system (MEDDEV 2.12-1).

In relation to user reporting, the IMB currently
operates a voluntary system whereby a user,
healthcare professional or any other person who
identifies a medical device safety issue can report it
to the IMB.  We strongly encourage healthcare
professionals and members of the public who have
encountered a safety issue with a medical device
that they have used to report the issue to us.

Increased levels of reporting from healthcare
professionals and other device users may help in
the early detection of adverse trends or safety issues.
When the IMB receives reports of safety issues from
users or the public, we are obliged by the medical
devices directives to ensure that the manufacturer
of the device concerned, or his authorised
representative, is also informed of the report. The
source of the report will not be disclosed without
prior permission.

Reports relating to safety issues or concerns about
medical devices can be made by healthcare
professionals or by members of the public by
completing a ‘Medical Device Incident User Report
form’ or by submitting a report through the IMB’s
online reporting system, both of which are
available on the IMB website www.imb.ie. Users
may also report medical devices safety issues to the
IMB by post (Irish Medicines Board, Kevin O’Malley
House, Earlsfort Centre, Earlsfort Terrace, Dublin 2),
by email (vigilance@imb.ie) or by telephone (01
6764971).

See enclosed insert for our Quick Guide to
Medical Device Incident User Reporting 

Reminder regarding changes to
arrangements for Drug Safety
Newsletter (DSN) distribution

Further to information highlighted in the IMB’s
53rd and 56th editions of the DSN published in May
and October 2013 respectively, revised
arrangements for electronic only distribution of the
DSN are currently being finalised. Electronic
distribution will be the main method of circulation
of the DSN from early 2014. The IMB is also
continuing to liaise with the relevant healthcare
professional organisations to facilitate distribution
of the DSN via their networks. 

The electronic version of the DSN is in PDF format,
thus allowing you to save the newsletter and/or
print specific pages. The online version also
contains hyperlinks to product information and
other documents on the IMB and European
Medicines Agency (EMA) websites. 

To continue to receive all issues of the DSN, please
register on the IMB website (www.imb.ie ) to receive
an alert when a new issue is published, or
alternatively submit your email address to
imbpharmacovigilance@imb.ie to allow an
electronic version to be emailed directly to you.
Registration on the IMB website also allows you to
receive other information/alerts issued by the IMB.

Medicines subject to additional
monitoring requirements-update 

Information on the introduction of additional
monitoring requirements for certain medicinal
products for which there may be limited
data/experience (e.g. with long term use), to
support prompt identification of any new safety
hazards and to allow appropriate regulatory action
to be initiated promptly was provided in the 50th
and 53rd editions of the IMB DSN.

The European Medicines Agency (EMA) first
published the list of medicines subject to additional
monitoring in April 2013. This list will be reviewed
and updated as necessary following consideration
by the EMA’s Pharmacovigilance Risk Assessment
Committee (PRAC) at its monthly meetings and is
available on the EMA website. A medicine will be
subject to additional monitoring requirements in
the following circumstances:

• it contains a new active substance authorised in
the EU after 1 January 2011.

• it is a biological medicine, such as a vaccine or
a medicine derived from plasma for which there
is limited post-marketing experience. 
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• it has been given a conditional approval, or has
been approved under exceptional circumstances.

• the company that markets the medicine is
required to carry out additional studies, for
instance, to provide more data on long-term use
of the medicine or on a rare side effect seen
during clinical trials.

Healthcare professionals and patients are strongly
encouraged to report adverse reactions to medicines
on the list that are subject to additional monitoring. 

In addition to identification of these products by an
inverted black triangle, an explanatory statement
will also be included both in the Summary of
Product Characteristics (SmPC) and the Package
Leaflet (PL):

� This medicinal product is subject to additional
monitoring

This symbol will be used in all EU member states to
identify medicines under additional monitoring and
has now started to appear in the product
information of the medicines concerned. In addition
to the information on additional monitoring
requirements, information on how to report
suspected adverse reactions is now also being
included in the product information for all
medicines. A video aimed at patients explaining
what the new symbol is and what it means is
available to view on the EMA website.

Key Message

• The initial list of medicines subject to
additional monitoring requirements was
published on the EMA website in April 2013
and is accessible via the IMB website. 

• Medicines subject to additional monitoring will
be identifiable by an inverted black triangle
accompanied by an explanatory statement in
the product information (SmPC and PL).

• Please report all suspected adverse reactions to
medicines which carry this symbol. 

Further information on additional monitoring is available
from www.imb.ie and www.ema.europa.eu

Use of the IMB online adverse reaction
reporting system and the Drug Safety
Newsletter (DSN) for CPD purposes

The Irish Academy of Continuing Medical
Education (iaCME) is an independent, provider of
accredited CPD for healthcare professionals using e-
learning and web based technologies. It was
established and developed to meet current CPD
requirements and is operated by Irish healthcare
professionals (including pharmacists and a GP) who
have extensive experience in the area of medicines
regulation and quality management, as well as
CPD. Their mission is ‘To enhance professional
competence and patient care by providing a world
class on-line CPD resource.’

As previously highlighted in the 52nd edition of the
IMB DSN, as part of the CPD services provided by
iaCME, they have developed a module on adverse
reaction reporting, which includes a screencast in
the training materials that follows the entry of
details in the IMB online adverse reaction report
form. 

iaCME has also developed a series of CPD modules
based on the information and advice for Healthcare
Professionals included in the IMB’s DSN. The DSN
can be used for practice-based CPD to enhance
knowledge in relation to the safety of medicines and
to support healthcare professionals in applying
learnings from the newsletter to their individual
practices. This resource is offered free of charge to
healthcare professionals and may be accessed via a
dedicated link on the IMB website under ’Safety &
Quality-How the IMB monitors products safety-
Human Medicines-Resources for Healthcare
Professionals’. 

On successful completion of a module, a
downloadable personalised certificate is provided to
users reflecting the CPD activity and acting as a
record, customised for each specific edition of the
newsletter. 

The e-learning activities available via iaCME are
accredited under the Irish College of General Practi-
tioners (ICGP). A customised template is also pro-
vided for each DSN to allow reflection on the topics
covered. This caters for the new CPD model for phar-
macists and also allows doctors to gain valuable in-
ternal CME credits. Further information is available
from the iaCME website (http://www.iacme.ie).
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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 
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