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The CHMP Pharmacovigilance Working Party (PhVWP) held its October 2010 plenary meeting on 18-20
October 2010.

Safety concerns

Discussions on non-centrally authorised medicinal products are summarised below in accordance with
the PhVWP publication policy. The positions agreed by the PhVWP for non-centrally authorised products
form recommendations to Member States. For the publication policy, readers are referred to
http://www.ema.europa.eu/docs/en GB/document library/Report/2009/10/WC500006181.pdf.

The PhVWP also provides advice to the Committee for Medicinal Products for Human Use (CHMP) on
centrally authorised products and products subject to ongoing CHMP procedures at the request of the
CHMP. For safety updates concerning these products, readers are referred to the CHMP Monthly Report
(http://www.ema.europa.eu, go to: about us/Committees/Committees meeting reports/CHMP).

Adrenaline-containing auto-injectors EPIPEN/ALTELLUS - Risk of failure of
self-injection due to labelling

Patients should check that the arrow on the label of their EPIPEN/ALTELLUS auto-injectors
point to the needle (black) end and, if not, consult their pharmacist for advice on
replacement.

Following two reports of adverse events (one fatal) possibly associated with the labelling of the auto-
injectors, the PhVWP performed an evaluation of the risk of wrongly using the adrenaline-containing
auto-injectors named EPIPEN, EPIPEN JR and ALTELLUS. The labelling has now been corrected for the
new stock. However, while recall procedures are ongoing and since some of the old products may
remain in the possession of patients in some Member States for different periods of time depending on
the expiry dates and/or recall procedures, the PhVWP concluded that public communication is
warranted in Member States. This communication should include advice for patients to check that the
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arrow on the label points to the needle end (black end) of the auto-injector and, in if it does not, to
consult their pharmacist for advice on replacement (see Annex 1 for the Summary Assessment
Report).

Bisphosphonates for oral use — Risk of oesophageal irritation but
insufficient evidence to conclude a causal relationship with oesophageal
cancer

There is insufficient evidence to suggest a definite causal relationship between oral
bisphosphonates and oesophageal cancer. However, bisphosphonate tablets can cause
irritation to the oesophagus and therefore patients should follow the instructions in the
package leaflet on how to take the medicine and report signs of oesophageal irritation to
their physician, such as difficulties or pain on swallowing, chest pain or heartburn. In
individual patients with known Barrett's oesphoagus, physicians should carefully consider
the benefits and potential risks of treatment with alendronic acid or ibandronic acid.

The PhVWP conducted a review of the risk of oesophageal cancer with oral bisphosphonates?! following
the publication of a study that suggested an increased risk of oesophageal cancer associated with
bisphosphonates used orally for the treatment and prevention of certain bone disorders. The PhVWP
considered that, given the limitations of this study and a lack of supporting evidence from other
studies, there is insufficient evidence to suggest a definite causal relationship between oral
bisphosphonates and oesophageal cancer. The PhVWP concluded that the information on the need for a
careful benefit-risk consideration in patients with known Barrett's oesophagus (a condition which, in a
small number of people, can lead to oesophageal cancer) contained in the summaries of product
characteristics (SmPCs) and package leaflets (PLs) for centrally authorised medicinal products
containing alendronic acid? or ibandronic acid® should also be implemented for all nationally authorised
alendronic acid-containing medicinal products for oral use. In addition, the PhVWP concluded that, as
part of the ongoing monitoring of this risk for all bisphosphonates for oral use, any emerging data on
risedronic acid will continue to be evaluated (see Annex 2 for the Summary Assessment Report).

The PhVWP informed the CMD(h) accordingly. For the final wording to be included in the SmPCs and
PLs as well as practical information on implementation, interested readers are advised to consult the
HMA website (http://www.hma.eu/cmdh.html) for upcoming information.

Long-acting beta,-adrenoceptor agonist bronchodilators formoterol and
salmeterol — Review of safety in the management of asthma

The long-acting beta,-adrenoceptor agonist bronchodilators (LABAs) formoterol and
salmeterol used in asthma should only be used with an inhaled corticosteroid and doses
should be monitored carefully.

The PhVWP conducted an updated review of the safety of the long-acting beta,-adrenoceptor agonist
bronchodilators (LABAs) formoterol and salmeterol in the management of asthma. The PhVWP
concluded that no regulatory action is warranted in this respect and that the summaries of product
characteristics (SmPCs) and package leaflets (PLs) agreed by the PhVWP in 2006 for formoterol- and
salmeterol-containing medicinal products appropriately reflect the PhVWP recommendations that LABAs
should only be used together with an inhaled corticosteroid (ICS) and that dosing should be monitored

! The active substances belonging to the class of bisphosphonates for oral use are alendronic acid, clodronic acid, etidronic
acid, ibandronic acid, risedronic acid and tiludronic acid.

2 Centrally authorised products containing alendronic acid are authorised under the names ADROVANCE, FOSAVANCE and
VANTAVO.

3 Centrally authorised products containing ibandronic acid are authorised under the names BONDENZA, BONVIVA,
BONDRONAT and IBANDRONIC ACID TEVA.
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carefully. The PhVWP considered that it is important to ensure that the product information is up-to-
date in all Member States and agreed key messages for inclusion in any communication to healthcare
professionals that may be issued by competent authorities in Member States (see Annex 3 for the
Summary Assessment Report).

The PhVWP informed the CMD(h) accordingly. For the wording to be included in the SmPCs and PLs as
well as practical information on implementation, interested readers are advised to consult the HMA
website (http://www.hma.eu/cmdh.html) for upcoming information.

Regulatory abbreviations

CHMP - Committee for Medicinal Products for Human Use

CMD(h) - Co-ordination Group for Mutual Recognition and Decentralised Procedures for Human
Medicines

EU - European Union

HMA - Heads of Medicines Agencies

PASS - post-authorisation safety study

PhVWP - CHMP Pharmacovigilance Working Party
PL - package leaflet

PSUR - period safety update report

RMP - risk-management plan

SmPC - summary of product characteristics
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Annex 1

Summary Assessment Report of the PhVWP October 2010

Adrenaline-containing auto-injectors EPIPEN/ALTELLUS -
Risk of failure of self-injection due to labelling

Key message

Patients should check that the arrow on the label of their EPIPEN/ALTELLUS auto-injectors point to the
needle (black) end and, if not, consult their pharmacist for advice on replacement.

Safety concern and reason for current safety review

The PhVWP performed an evaluation of the risk of wrongly using the adrenaline-containing auto-
injectors named EPIPEN, EPIPEN JR or ALTELLUS, following two reports of adverse events (one fatal)
possibly associated with the labelling of the auto-injectors.

Clinical setting

EPIPEN, EPIPEN JR and ALTELLUS are available as auto-injectors containing adrenaline for emergency
treatment of severe anaphylactic shock or allergic reactions. An auto-injector is a medical device
designed for injecting oneself with a specific liquid medicine (usually in an emergency situation).

Information on the data assessed

One case of failing to use the auto-injector appropriately occurred in the Czech Republic and resulted
in a fatal outcome. There was a further adverse reaction related to the labelling, reported from
Norway.

Outcome of the assessment

The PhVWP evaluated the case reports and considered that the auto-injectors, due to reverse direction
of the arrow in the diagram on the label, could mislead patients resulting in failure to self-inject (see
pictures on next page). Products with this label have been available in 11 Member States of the EU,
but the labelling has now been corrected for the new stock. Recall procedures are ongoing and in a
short period of time, all products with the old label will have been removed from the EU market.

However, while the recall procedures are ongoing and since some the old products may remain in the
possession of patients in some Member States for different periods of time depending on the expiry
dates and/or recall procedures, the PhVWP concluded that public communication is warranted in
Member States. Such communication should include advice for patients to check that the arrow on the
label points to the needle end (black end) of the auto-injector and, if it does not, to consult their
pharmacist for advice on replacement.

Pharmacovigilance Working Party (PhVWP) October 2010
EMA/CHMP/PhVWP/652824/2010 Page 4/10



Wrong label (example of EPIPEN):

Correct label (example of EPIPEN):
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Annex 2

Summary Assessment Report of the PhVWP October 2010

Bisphosphonates for oral use — Risk of oesophageal irritation
but insufficient evidence to conclude a causal relationship
with oesophageal cancer

Key message

There is insufficient evidence to suggest a definite causal relationship between oral bisphosphonates
and oesophageal cancer. However, bisphosphonate tablets can cause irritation to the oesophagus and
therefore patients should follow the instructions in the package leaflet on how to take the medicine and
report signs of oesophageal irritation to their physician, such as difficulties or pain on swallowing, chest
pain or heartburn. In individual patients with known Barrett’s oesphoagus, physicians should carefully
consider the benefits and potential risks of treatment with alendronic acid or ibandronic acid.

Safety concern and reason for current safety review

The PhVWP conducted a review of the risk of cancer of the oesophagus with bisphosphonates tablets
following the publication of a study that suggested an increased risk of oesophageal cancer associated
with oral bisphosphonates [1].

An increased risk of oesophageal cancer had previously been identified as a potential safety concern
with oral bisphosphonates and warnings about the use in patients with Barrett's oesophagus have been
added to the product information of the centrally authorised products containing alendronic acid or
ibandronic acid and to those originator products containing alendronic acid authorised through the
mutual recognition procedure. Barrett’s oesophagus is a disease where the cells that line the lower
oesophagus have changed because of damage due to acid from the stomach. This disease is a risk
factor for oesophageal cancer.

Clinical setting

Bisphosphonates are medicines that are used for the treatment and prevention of bone disorders
including hypercalcaemia (high levels of calcium in the blood), for the prevention of bone problems in
patients with cancer, and for the treatment of osteoporosis (a disease that makes bones fragile) and
Paget’s disease (a disease involving bone destruction and re-growth that causes deformity).

The active substances belonging to the class of bisphosphonates for oral use are alendronic acid,
clodronic acid, etidronic acid, ibandronic acid, risedronic acid and tiludronic acid.

Oesophageal cancer is cancer of the oesophagus or lower part of the gullet, i.e. the tube that leads
from the mouth to the stomach.

Information on the data assessed

The results of the recently published study [1] suggest that there was a small but significant increase
in the risk of oesophageal cancer (but not of stomach or colorectal cancers) in individuals who had
been prescribed oral bisphosphonates compared with those who had not received bisphosphonates.
The incidence rate of oesophageal cancer over 5 years in men and women aged 60-79 years in the
general population is 0.5 per 1000 women and 1.5 per 1000 men. In this study, the incidence rate
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increased with bisphosphonates use for 5 years to 1 per 1000 women and 3 per 1000 men. Although
the study appeared to be well-conducted with a large sample size and long follow-up, it was considered
limited in value due to the limited amount of data available in the study database. For example,
bisphosphonates are commonly prescribed for women who have sustained fractures. The risk of
fractures is associated with smoking and social deprivation, which are also risk factors for oesophageal
cancer; however, little information was available in this study for these and other known risk factors
for oesophageal cancer, such as consumption of alcohol and previous oesophageal reactions. In
addition, patients receiving oral bisphosphonates are more likely to be monitored for oesophageal
reactions than those not receiving bisphosphonates. This may result in an increased detection of
oesophageal cancer in patients receiving bisphosphonates.

In contrast to the findings of this study [1], an additional study recently published [2] did not find any
association between oral bisphosphonates and the risk of oesophageal cancer. However, this study [2]
was also limited by the same weaknesses as the previous study [1] in terms of incomplete information
in the study database and possibly increased detection of oesophageal cancer in patients receiving
bisphosphonates.

Two other studies [3, 4] also did not provide support for a causal relationship.
Outcome of the assessment

The PhVWP considered that, given the limitations in the study [1] and a lack of supporting evidence
from other studies [2-4], there is insufficient evidence to suggest a definite causal relationship
between oral bisphosphonates and oesophageal cancer.

For alendronic acid, the PhVWP reviewed the existing summaries of product characteristics (SmPCs)
and package leaflets (PLs) and concluded that the information regarding Barrett’s oesophagus
contained in the SmPCs and PLs for centrally authorised medicinal products containing alendronic acid
or ibandronic acid and should also be implemented for all nationally authorised alendronic acid-
containing medicinal products for oral use. For centrally authorised products, the SmPCs advise
physicians to carefully consider the benefits and potential risks of using a bisphosphonate for the
individual patient if she/he is known to have Barrett's oesophagus. In the PLs, patients are asked to
tell their physician if they have Barrett's oesophagus.

In addition, the PhVWP concluded that the warnings about use in patients with Barrett’s oesophagus
should not be added to the product information for risedronic acid-containing products; however, as
part of the ongoing monitoring of this risk for all bisphosphonates for oral use, any emerging data on
risedronic acid will continue to be evaluated.

No other risk minimisation measures or updates to product information were considered necessary by
the PhVWP. Any new data that may emerge in the future will be kept under close review.

References
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Annex 3

Summary Assessment Report of the PhVWP October 2010

Long-acting beta,-adrenoceptor agonist bronchodilators
formoterol and salmeterol — Review of safety in the
management of asthma

Key message

The long-acting beta,-adrenoceptor agonist bronchodilators (LABAs) formoterol and salmeterol used in
asthma should only be used with an inhaled corticosteroid and doses should be monitored carefully.

Safety concern and reason for current safety review

The safety of the long-acting beta,-adrenoceptor agonist bronchodilators (LABAs) formoterol and
salmeterol in the management of asthma was last reviewed in the EU in 2006. At that time, their
safety was called into question because the results of two large randomised controlled clinical trials [1,
2] suggested an increased risk of asthma-related events and deaths associated with the use of
salmeterol compared with other asthma medication. A published meta-analysis [3] appeared to mirror
this finding, and the PhVWP consequently undertook a full review of the safety of LABAs in the
management of asthma in children and adults and of chronic obstructive pulmonary disease (COPD).

An updated review has now been carried out by the PhVWP to consider data from a number of
important publications which have since become available, to determine whether any further
regulatory action is warranted.

Clinical setting

LABAs are prescription-only medicines, indicated in the maintenance therapy of reversible airways
obstruction in patients with asthma and chronic obstructive pulmonary disease (COPD). Formoterol has
a faster onset of action than salmeterol and for this reason some inhaled products containing
formoterol are also indicated in more immediate relief of asthma symptoms.

European and international asthma treatment guidelines recommend the use of LABAs only in patients
with moderate to severe asthma as add-on therapy to controller medications such as inhaled
corticosteroids (ICS).

Information on the data assessed

The data reviewed included epidemiological data on asthma prevalence [4, 5], meta-analyses
published in the medical literature [6, 7], published and unpublished meta-analyses prepared by the
US Food and Drug Administration (FDA) [8] and marketing authorisation holders [9], Cochrane reviews
[10-15] and observational studies [16-22] as well as data on receptor down-regulation [23-25] and
the potential implications of pharmacogenetic findings [26-29].

Outcome of the assessment

On the basis of the review of all the above data, the PhVWP concluded that no new regulatory action is
warranted and that the product information agreed by the PhVWP in 2006 for formoterol- and
salmeterol-containing medicinal products appropriately reflects their recommendations as follows:
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= LABAs should always be prescribed for together with inhaled corticosteroids (ICS) for
concomitant use and only when ICS alone is not sufficient to control the asthma symptoms in a
patient.

= LABA-ICS combination inhalers should be prescribed when appropriate to aid compliance.

= LABAs should not be prescribed for the relief of exercise-induced asthma symptoms in the
absence of regular ICS.

= LABAs should not be initiated in patients with rapidly deteriorating asthma.

= LABAs should be introduced at low dose and the effect properly monitored before considering
dose increase; LABAs should be discontinued in the absence of benefit.

= A daily dose of 24 micrograms formoterol should be sufficient for the majority of children,
particularly at the younger end of the age range. Higher doses should be used rarely and only
when control is not maintained on the lower dose.

= LABA therapy should be reviewed regularly; stepping down therapy should be considered when
good long-term asthma control has been achieved.

These recommendations are also consistent with European treatment guidelines.

Furthermore, the PhVWP considered that it is important to ensure that the summaries of product
characteristics (SmPCs) and package leaflets (PLs) for formoterol- and salmeterol-containing medicinal
products are up-to-date in all Member States. Therefore the PhVWP informed the CMD(h) of this
review with a view to completing any outstanding update of product information. In addition, the
PhVWP agreed key messages for inclusion in any communication to healthcare professionals that may
be issued by competent authorities in Member States.
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