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In this 
edition

An EU review co-ordinated by the European
Medicines Agency (EMA) on the benefits and risks
of strontium ranelate recently concluded recom-
mending further restrictions in its use. The review
which was initiated following concerns about
cardiovascular safety was highlighted in the 54th

edition of the IMB Drug Safety Newsletter (DSN)
published in May 2013. 

Strontium ranelate remains contraindicated in
patients with established, current or past history of
ischaemic heart disease, peripheral arterial disease,
cerebrovascular disease and uncontrolled hyper-
tension. New monitoring advice has been
introduced to advise prescribers to assess a patient’s
risk of developing cardiovascular disease before
starting treatment, monitor their risks on a regular
basis during treatment and to stop treatment in any
patients who develops ischaemic heart disease,
peripheral arterial disease, cerebrovascular disease
or uncontrolled hypertension. 

Strontium ranelate is associated with an increased
risk of cardiovascular disorders, including
myocardial infarction. This conclusion is predomi-
nantly based on data from pooled placebo-controlled
studies in postmenopausal osteoporotic patients
(3,803 patients treated with strontium ranelate,
corresponding to 11,270 patient-years of treatment,
and 3,769 patients treated with placebo,
corresponding to 11,250 patient-years of treatment).
In this data set, a significant increased risk of
myocardial infarction was observed in strontium
ranelate treated patients as compared to placebo
(1.7% versus 1.1%), with a relative risk of 1.6 (95% CI
= [1.07 ; 2.38]). There was also an increased risk of
venous thrombotic and embolic events compared to
placebo (1.9% versus 1.3%), with a relative risk of 1.5
(95% CI = [1.04; 2.19]).

Regarding the benefits, efficacy data showed an ef-
fect in preventing fractures, including in patients at

high risk of fracture. Strontium ranelate can be used
in patients for whom treatment with other medicinal
products approved for the treatment of osteoporosis
is not possible due to, for example, contraindications
or intolerance. 

New Advice for Healthcare Professionals
• Use of strontium ranelate is restricted to treat-

ment of severe osteoporosis in postmenopausal
women and adult men at high risk of fracture, for
whom treatment with other medicinal products
approved for the treatment of osteoporosis is not
possible due to, for example, contraindications or
intolerance. 

• Strontium ranelate is contraindicated in patients
with ischaemic heart disease; peripheral arterial
disease and/or cerebrovascular disease; a history
of these conditions or in patients with uncon-
trolled hypertension.

• Prescribers are advised to assess a patient’s risk
of developing cardiovascular disease before
starting treatment and to re-evaluate the
patient’s cardiovascular risk at least every 6-12
months during treatment. Patients with signifi-
cant risk factors for cardiovascular events (e.g.
hypertension, hyperlipidaemia, diabetes melli-
tus, smoking) should only be treated with
strontium ranelate after careful consideration of
the benefit-risk balance of such treatment.

• Treatment with strontium ranelate should be
discontinued in any patient who develops
ischaemic heart disease, peripheral arterial
disease or cerebrovascular disease, or if
hypertension becomes uncontrolled.

• Healthcare professionals should review patients
at a routine appointment and consider whether
or not to continue treatment with strontium
ranelate.

Strontium ranelate (Protelos) – New restricted indication and monitoring
recommendations due to concerns regarding cardiovascular safety

http://www.imb.ie/images/uploaded/documents/Drug%20Safety%20Newsletter%2054(web)%20pdf%20hperlinked%20version%20final.pdf
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Key Message

• Use of strontium ranelate is further restricted
to treatment of severe osteoporosis in
postmenopausal women and adult men at
high risk of fracture for whom treatment with
other medicinal products is not possible due to
contraindications or intolerance.

• Treatment should only be initiated by a
physician with experience in the treatment of
osteoporosis.

• Strontium ranelate is contraindicated in
patients with an established, current or past
history of ischaemic heart disease, peripheral
arterial disease, cerebrovascular disease and
uncontrolled hypertension. Prescribers are
advised to assess a patient’s risk of developing
cardiovascular disease before starting
treatment with strontium ranelate and to re-
evaluate the patient’s cardiovascular risk at
least every 6-12 months during treatment.

Hydroxyethylstarch (HES) Infusion
Solutions-EU review confirms they are
not to be used in patients with sepsis or
burn injuries or in critically ill patients 

Hydroxyethyl starch (HES) containing medicinal
products are synthetic colloid solutions used for fluid
resuscitation in patients with hypovolaemia. In
Ireland, marketed HES products are EquiHes,
Voluven and Volulyte.

A recent EU review has confirmed that HES solutions
must no longer be used to treat patients with sepsis
or burn injuries or critically ill patients, because of
an increased risk of renal injury and mortality. HES
solutions may, however, continue to be used for the
treatment of hypovolaemia due to acute blood loss
when crystalloids alone are not sufficient, provided
that a range of measures are taken to reduce
potential risks and that additional studies are
carried out.

The review was initially triggered by studies
showing an increased risk of mortality in patients
with sepsis and an increased risk of renal injury
requiring dialysis in critically ill patients following
treatment with HES solutions. The Pharma-
covigilance Risk Assessment Committee (PRAC) had
initially concluded on 13th June 2013 that use of
HES solutions should be suspended in all patient
populations. Since then, the PRAC has analysed and
considered new evidence that was not available at
the time of the initial recommendation, including
new studies. In reaching its final recommendation,
the PRAC also took into account new proposals for
additional risk minimisation measures, including
restrictions on use and a commitment from the
companies to conduct additional studies. 

At the time of the initial recommendation, the IMB
communicated with Irish Healthcare Professionals
highlighting the safety concerns regarding an
increased risk of mortality in patients with sepsis
and an the increased risk of renal injury in critically
ill patients following treatment with HES infusion
solutions. The advice at that time was that the
administration of these products was not
recommended pending the availability of more
definitive risk minimisation advice. 

Based on the most up to date regulatory assessment
of all available data and commitments for further
studies by the companies, updated advice to
healthcare professionals is now available, as
follows:

Advice for Healthcare Professionals
• HES solutions are associated with an increased

risk of mortality and need for renal replacement
therapy or renal impairment in patients with
sepsis, burn injuries and in critically ill patients.
Therefore use of HES solutions is contraindicated
in these patients.

• HES solutions can continue to be used for the
treatment of hypovolaemia due to acute blood
loss when crystalloids alone are not considered
sufficient provided that risk minimisation
measures are followed. Use of HES solutions
should be restricted to the initial phase of volume
resuscitation with a maximum time interval of 24
hours. HES solutions should be used at the lowest
effective dose for the shortest period of time.
Treatment should be guided by continuous
haemodynamic monitoring so that the infusion
is stopped as soon as appropriate haemodynamic
goals have been achieved. The maximum
recommended daily dose must not be exceeded.

• HES solutions are now contraindicated in
patients with renal impairment or renal
replacement therapy. The use of HES must be
discontinued at the first sign of renal injury. An
increased need for renal replacement therapy
has been reported up to 90 days after HES
administration. Patients’ kidney function should
be monitored after HES administration. 

• HES solutions should be discontinued at the first
sign of coagulopathy. Blood coagulation
parameters should be monitored carefully in
case of repeated administration.

• There is a lack of robust long term safety data in
patients undergoing surgical procedures and in
patients with trauma. The expected benefits of
treatment should be carefully weighed against
the uncertainties with regard to long term safety
and other available treatment options should be
considered. Additional studies will be performed
with HES solutions in patients with trauma and
in elective surgery.

http://www.imb.ie/EN/Medicines/HumanMedicines/HumanMedicinesListing.aspx?query=EQUIHES
http://www.imb.ie/EN/Medicines/HumanMedicines/HumanMedicinesListing.aspx?query=VOLUVEN
http://www.imb.ie/images/uploaded/swedocuments/LicenseSPC_PA0566-037-001_19032013164058.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Hydroxyethyl_starch-containing_medicines/human_referral_prac_000029.jsp&mid=WC0b01ac05805c516f
http://www.imb.ie/images/uploaded/documents/Drug%20Safety%20Newsletter%2055%20(amended).pdf
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Key Message

• HES solutions are associated with an increased
risk of mortality and need for renal replace-
ment therapy or renal impairment in patients
with sepsis, burn injuries and in critically ill pa-
tients. Use in these patients is contraindicated.

• HES solutions can be used for the treatment of
hypovolaemia due to acute blood loss when
crystalloids alone are not considered sufficient
and use should be restricted to the initial phase
of volume resuscitation with a maximum time
interval of 24 hours. Treatment should be
guided by continuous haemodynamic
monitoring so that the infusion is stopped as
soon as appropriate haemodynamic goals have
been achieved and the lowest effective dose
should be administered.

• HES solutions are now contraindicated in
patients with renal impairment or renal
replacement therapy. The use of HES must be
discontinued at the first sign of renal injury. An
increased need for renal replacement therapy
has been reported up to 90 days after HES
administration. Patients’ kidney function
should be monitored after HES administration.

• In patients undergoing surgical procedures and
in patients with trauma, the expected benefits
of treatment should be carefully weighed
against the uncertainties with regard to long
term safety and other available treatment
options should be considered. 

Cetuximab (Erbitux) – Update on
revised recommendations for use and
risk of infusion-related reactions 

Overview of revised recommendations for
use

Cetuximab* (Erbitux) is a chimeric monoclonal
immunoglobulin G1 (IgG1) antibody directed
against the Epidermal Growth Factor Receptor
(EGFR). Cetuximab is licensed in Ireland and across
the EU and is now indicated for the treatment of
patients with EGFR-expressing, RAS wild-type
metastatic colorectal cancer in combination with
irinotecan-based chemotherapy, in first-line in
combination with FOLFOX or as a single agent in
patients who have failed oxaliplatin and irinotecan-
based therapy and who are intolerant to irinotecan.

Following a review of a retrospective subset analysis
of data from a randomised, multicentre phase II
study, the therapeutic indications for use of
cetuximab have been modified.1 Evidence of wild
type RAS status (at exons 2, 3, and 4 of KRAS and
NRAS) is required before initiating treatment with
cetuximab. RAS mutation status should be

determined by an experienced laboratory using a
validated test method. Cetuximab combined with
oxaliplatin-containing chemotherapy is now
contraindicated in people with metastatic colorectal
cancer who have mutant RAS at these exons or
unknown RAS status. Further details on the study
findings have been highlighted in a direct
healthcare professional communication circulated
by the company in January 2014, available on the
IMB website and via the link below.

Infusion related reactions (IRR) 

A recent EU level review of IRR for cetuximab has
also recommended an update of product
information in order to amend administration
recommendations and expand on the existing
warning related to IRR in the course of cetuximab
treatment.

IRR constitute a spectrum of symptoms with
variable severity, some of which are mild to
moderate in intensity, and may be compatible with
further therapy. Severe IRR, including anaphylactic
reactions, may also occur, in some cases with a fatal
outcome.

Occurrence of a severe IRR requires immediate and
permanent discontinuation of cetuximab therapy
and may necessitate emergency treatment.
Anaphylactic reactions may occur as early as within
a few minutes of the first infusion e.g. due to pre-
formed IgE antibodies cross-reacting with
cetuximab. These reactions are commonly
associated with bronchospasm and urticaria. They
can occur despite the use of premedication.
Symptoms may also be delayed, occurring up to
several hours after the first infusion or with
subsequent infusions. It is recommended that
patients are warned of the possibility of late onset
reactions and should be instructed to contact their
physician if symptoms or signs of an infusion-
related reaction occur.

Advice to Healthcare Professionals

• A complete medical history should be taken in all
patients prior to cetuximab administration,
specifically asking about any previous IRR to an-
other antibody, allergy to red meat, or tick bites,
or any results of tests for IgE antibodies against
cetuximab.

• All patients should receive premedication with
an antihistamine and a corticosteroid at least 1
hour prior to administration of cetuximab.

• The initial dose should be given slowly and the
speed of infusion must not exceed 5mg/min. The
recommended infusion period is 120 minutes.
For subsequent weekly doses, the infusion rate
must not exceed 10mg/min and the recom-
mended infusion period is 60 minutes. All vital
signs should be closely monitored for at least two
hours for the first infusion.
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Direct Healthcare Professional Communications published on the IMB website since
the last Drug Safety Newsletter

Product Safety Issue

Granocyte (lenograstim) Risk of capillary leak syndrome in patients with cancer and in healthy 
donors.

Protelos(strontium ranelate) New restricted indication and monitoring recommendations for the 
use of Protelos (strontium ranelate).

Rienso (ferumoxytol) Strengthened recommendations regarding the risk of serious 
hypersentivity reactions with Rienso.

Combined Hormonal The difference in risk of thromboembolism between products, the
Contraceptives (CHCs) importance of individual risk factors and remaining vigilant for signs 

and symptoms.

Irish Medicines Board (IMB) Pharmacovigilance Information day on Friday 21st
November 2014

The IMB will hold a Pharmacovigilance Information Day on Friday 21 November 2014 to provide updates and
discuss the impact for stakeholders of the revised European legislation on pharmacovigilance, two years
following its implementation in July 2012. This seminar is particularly aimed at those dealing with
pharmacovigilance including Healthcare Professionals (HCPs) and Marketing Authorisation Holders (MAHs).

The information day will cover a range of topics including regulatory and practical aspects associated with
implementation of the legislation. Presentations will include the perspective of the newly established
Pharmacovigilance Risk Assessment Committee (PRAC), signal management, pharmacovigilance for
biological products and traceability issues; risk management plans (RMPs) and the impact of legislative
changes on national adverse reaction reporting. Colleagues from the European Medicines Agency (EMA) and
the European Organisation for Rare Diseases (EURORDIS) will also provide presentations, considering the
operation of the new systems established and the benefits of the revised legislation for patients.

A preliminary agenda is available for the meeting on the IMB website (www.imb.ie), together
with information regarding registration arrangements and details of the meeting venue.

Key Message

• Product information for cetuximab has been
updated to highlight the importance of estab-
lishing wild type RAS (KRAS and NRAS) status
before treatment of metastatic colorectal cancer.

• Information on cetuximab administration and
management of infusion related reactions has
also been expanded. 

* Cetuximab available in Ireland is called Erbitux.
Further details are available at www.imb.ie and
www.ema.europa.eu

1 S Tejpar et al. ASCO-GI, 16-18 January 2014

Further Information:

See letter sent to healthcare professionals in January
2014.

See cetuximab product information.

See similar advice on IRR issued for panitumimab
(Vectibix) in September 2013.

• If during the first infusion, an infusion related re-
action occurs within the first 15 minutes, the in-
fusion should be stopped. A careful benefit/risk
assessment should be undertaken including con-
sideration whether the patient may have IgE an-
tibodies against cetuximab before a subsequent
infusion is given.

• If an infusion related reaction (IRR) occurs later
during the infusion or at a subsequent infusion,
further management will depend on its severity:
– Grade 1: Continue slow infusion under close

supervision,
– Grade 2: Continue slow infusion and imme-

diately administer treatment for symptoms,
– Grade 3 and 4: Stop infusion immediately,

treat symptoms vigorously and contraindi-
cate further use of cetuximab.

• Mild or moderate infusion-related reactions are
very common comprising symptoms such as
fever, chills, dizziness or dyspnoea. If a patient
experiences a mild or moderate infusion related
reaction (IRR) then the infusion rate may be de-
creased. The lower infusion rate should be main-
tained in all subsequent infusions.

http://www.imb.ie/images/uploaded/documents/Erbitux%20DHPC%20Dec%202013%20Republic%20of%20Ireland%20final.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000558/human_med_000769.jsp&mid=WC0b01ac058001d124
http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/CON314896
http://www.imb.ie/images/uploaded/documents/RD%20%20PV%20Information%20Day%2021.11.2014%20DRAFT.pdf
http://www.imb.ie/images/uploaded/documents/lenograstim-DHPC%20letter-IE_FINAL%2013March2014.pdf
http://www.imb.ie/images/uploaded/documents/2014-03-Protelos%20DHPC-signed-ie.pdf
http://www.imb.ie/images/uploaded/documents/IRERIE140001-FINAL%2031%20Jan-signed.pdf
http://www.imb.ie/images/uploaded/documents/DHPC%20%20final%20letter_YD_16%2001%2014.pdf
http://www.imb.ie/images/uploaded/documents/DHPC%20%20final%20letter_YD_16%2001%2014.pdf
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