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• Reminder of ivabradine (Procoralan) conditions for use to avoid potentially dangerous bradycardia
• HIQA – New Guidance for Healthcare Professionals aimed at reducing medication errors
• IMB Name Change
• Direct Healthcare Professional Communications published on the IMB website since the last Drug Safety Newsletter

In this 
edition

The European Medicines Agency’s Pharmaco-
vigilance Risk Assessment Committee (PRAC) has
commenced a review of the heart rate lowering
agent ivabradine (Procoralan). This review was
initiated following preliminary results of the
SIGNIFY study which have shown a small but
statistically significant increase in the combined risk
of cardiovascular death and non-fatal myocardial
infarction with ivabradine compared with placebo
in a pre-specified subgroup of patients with
symptomatic angina of CCS class II or more.

Initial data indicate that the adverse cardiovascular
outcomes may be mostly associated with the target
heart rate being below 60 bpm; however data from
the SIGNIFY study are being further evaluated to
fully understand its implications for the clinical use
of ivabradine.

Advice for Healthcare Professionals

Pending the outcome of the PRAC evaluation of the
impact of the data from the SIGNIFY study on the
benefit/risk balance of ivabradine and to avoid
potentially dangerous bradycardia, healthcare
professionals are reminded of the following:

• Initial data indicate that the adverse
cardiovascular outcomes observed in the
SIGNIFY study may be mostly associated with a
target heart rate below 60 bpm. Treatment must
be discontinued if resting heart rate becomes too
low or symptoms of bradycardia persist.

• The usual recommended starting dose of
ivabradine is 5 mg twice daily. The maintenance
dose should not exceed 7.5 mg twice daily.

• If resting heart rate decreases persistently or the
patient experiences symptoms related to
bradycardia, the dose must be down-titrated,
including the possible dose of 2.5 mg twice daily. 

• The dose should only be increased to 7.5 mg
twice daily after three to four weeks of treatment
if the therapeutic response with 5 mg twice daily
is insufficient and if the 5 mg dose is well
tolerated. The effect of a dose increase on the
heart rate should be carefully monitored.

• Concomitant use of ivabradine with heart rate-
reducing calcium channel blockers such as
verapamil or diltiazem should be avoided.

• While on treatment with ivabradine, patients
should be carefully monitored for the occurrence
of too low resting heart rates or symptoms of
bradycardia. Treatment of patients currently
using ivabradine should be reviewed where
appropriate.

• A Dear Healthcare Professional Communication
(DHPC) has been circulated and healthcare
professionals are reminded to treat patients
cautiously and in line with the Summary of
Product Characteristics (SmPC) while full
assessment of the data is ongoing.

• While the review is ongoing and pending further
communication, patients should be advised to
speak to their doctor or pharmacist if they have
any questions or concerns.

• Any suspected adverse reactions associated with
use of ivabradine should be reported to the IMB.

In addition, healthcare professionals are reminded
that ivabradine is currently authorised for:

• Symptomatic treatment of chronic stable angina
pectoris in adults with coronary artery disease
with normal sinus rhythm.

• Ivabradine is not a first line treatment, but it is
indicated in patients unable to tolerate, or with
a contraindication to the use of beta-blockers, or
in combination with beta blockers in patients
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http://www.imb.ie/images/uploaded/documents/procoralan%20DHPC%20signed%2011.6.2014.pdf
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inadequately controlled with an optimal beta-
blocker dose and whose resting heart rate is >60
beats per minute (bpm).

• Chronic heart failure (NYHA II to IV class) with
systolic dysfunction, in patients with sinus
rhythm and whose heart rate is ≥ 75 bpm, in
combination with standard therapy including
beta-blocker therapy or when beta-blocker
therapy is contraindicated or not tolerated. 

• Healthcare professionals should take note of the
relevant precautions in the product information
for this indication, especially in relation to heart
rate.

Background Information on the SIGNIFY
Study

The Signify study was performed in patients with
coronary artery disease without clinical heart
failure. The posology used was higher than the
posology recommended in the ivabradine SmPC
(starting dose of 7.5 mg B.D. (5 mg B.D., if age > 75
years) and maintenance dose of up to 10 mg B.D.).

In the randomised set (n=19102), ivabradine did not
significantly affect the Primary Composite Endpoint
(PCE) (cardiovascular death or non fatal myocardial
infarction): hazard ratio 1.08, 95% CI [0.96–1.20],
p=0.197 (annual incidences of 3.03% vs 2.82%).
Similar results were observed for cardiovascular
deaths (hazard ratio 1.10, 95% CI [0.94–1.28],
p=0.249, annual incidences of 1.49% vs. 1.36%) and
non-fatal MI (hazard ratio 1.04, 95% CI [0.90–1.21],
p=0·602, annual incidences of 1.63% vs. 1.56%). No
excess of sudden deaths was observed suggesting no
ventricular proarrhythmic effect of ivabradine.

In the pre-specified subgroup of symptomatic
angina patients (CCS Class II or more) (n=12049)
however, a statistically significant increase in the
PCE was observed: hazard ratio 1.18, 95% CI [1.03–
1.35], p=0.018 (annual incidences of 3.37 % vs 2.86
%). Similar trends were observed with the
components of the PCE, with a non-statistically
significant difference between treatment groups in
the risk of cardiovascular deaths (hazard ratio 1.16,
95% CI [0.97–1.40], p=0.105, annual incidences of
1.76% vs. 1.51%) and non-fatal MI (hazard ratio
1.18, 95% CI [0.97–1.42], p=0.092, annual
incidences of 1.72% vs. 1.47%).

In this study, the incidence of bradycardia
(symptomatic and asymptomatic) was high for
ivabradine: 17.9% vs. 2.1% in the placebo group,
with more than 30% of the patients in the
ivabradine group reaching at least once a resting
HR below 50 bpm. Initial analysis indicates that the
adverse cardiovascular outcomes may be associated
with the target heart rate (HR) being below 60 bpm;
however study results are being further evaluated to
fully understand its implications for the clinical use
of ivabradine.

Key Message

• Preliminary data from the SIGNIFY (coronary
artery disease without clinical heart failure)
study have shown a small but statistically sig-
nificant increase in the combined risk of
cardiovascular death and non-fatal myocar-
dial infarction with ivabradine compared
with placebo in a pre-specified subgroup of
patients with symptomatic angina of CCS
class II or more.

• Initial data indicate that the adverse
cardiovascular outcomes observed in the
SIGNIFY study may be mostly associated with
a target heart rate below 60 bpm. 

• Healthcare professionals should take note of
the recommendations and relevant precau-
tions in the product information for
ivabradine, particularly in relation to dosing
recommendations (not exceed the recom-
mended daily dose of 7.5mg bd), maintenance
of therapy, monitoring of and the potential
impact of concomitant heart rate reducing
effects of other medicines.

* Products currently authorised in Ireland include
Procoralan. Further details are available at www.imb.ie
and www.ema.europa.eu

HIQA – New Guidance for Healthcare
Professionals aimed at reducing
medication errors

The Health Information and Quality Authority
(HIQA) recently published Principles of Good
Practice in Medication Reconciliation to offer
guidance to healthcare professionals aimed at
reducing medication errors. 

Medication errors account for a significant number
of patient safety events across the world and can
potentially lead to serious outcomes, particularly as
patients move between different health and social
care settings.

Medication reconciliation is the process of creating
and maintaining the most accurate list possible of
all medications a person is taking in order to
identify any discrepancies and to ensure any
changes are documented and communicated. This
results in a complete list of medications which can
then be communicated to the next care provider.

As part of its collaboration in the Medicines
Reconciliation Project Advisory Group, the IMB
wishes to highlight the publication of this important
guidance, which includes examples of checklists
which have been developed and tested in hospitals
and nursing homes in Ireland. The guidance is
available to download from www.hiqa.ie.
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IMB Name Change

Effective from 1 July 2014, the Irish Medicines Board (IMB) is changing its name to the Health Products
Regulatory Authority (HPRA). Established in 1966, the National Drugs Advisory Board (NDAB) later became
the IMB in 1996. However over the last 18 years, our regulatory remit has expanded to include other health
products as well as a number of health related functions. In addition to medicines, we now have a role in
regulating a range of areas including:

• Medical devices,

• Controlled drugs,

• Blood components,

• Tissues and cells,

• Cosmetic products,

• Use of animals for scientific purposes,

• Human organs for transplantation.

Our new name now clearly reflects the wider scope of our work, functions and responsibilities across the health
product sector. At the same time, it is intended to build on the IMB’s heritage and reputation as a professional,
progressive and science driven public sector organisation. 

While our name has changed, the mission of the HPRA remains the same: To protect and enhance public and
animal health through the regulation of medicines, medical devices and other health products. We are
committed to working on behalf of patients and the public to ensure heath products are as safe as possible and
do what they are intended to do. Our new logo will be seen on all HPRA documents from 1 July 2014.

Please note that in addition to our name change, the imbpharmacovigilance@imb.ie email address will
change to medsafety@hpra.ie. While our new email address will not become operational until 1 July, our
existing email address will remain in use for a transitional period after that date, but please do update your
internal systems/records to reflect these changes, as necessary. Further information regarding the name
change/rebranding, such as replacement contact addresses etc, is available from the IMB website
(www.imb.ie).

Direct Healthcare Professional Communications published on the IMB website since
the last Drug Safety Newsletter

Product Safety Issue

Procoralan (ivabradine) Reminder on the Procoralan conditions of use for the symptomatic 
treatment of chronic stable angina pectoris to avoid potentially 
dangerous bradycardia, while clinical trial findings are being evaluated.

Rienso (ferumoxytol) On-going review of global post-marketing reports of serious 
hypersensitivity reactions.
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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 

http://www.imb.ie/images/uploaded/documents/procoralan%20DHPC%20signed%2011.6.2014.pdf
http://www.imb.ie/images/uploaded/documents/IRERIE14050003_from_AW_22May2014-V3.pdf

