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NOTIFICATION TO THE PRAC/EMA SECRETARIAT OF A
REFERRAL UNDER ARTICLE 31 OF DIRECTIVE 2001/83/EC

E-mail: ReferralNotifications@ema.europa.eu

This notification is a referral under Article 31 of Directive 2001/83/EC to the PRAC made by
the European Commission:

Product Name(s), Strength(s) To be determined
and Pharmaceutical Form(s)

Therapeutic class inhaled corticosteroid containing products
indicated in the treatment of chronic
obstructive pulmonary disease (COPD)

Marketing Authorisation Holder(s) To be determined

Inhaled corticosteroid (ICS) containing medicinal products are authorised both centrally and
nationally. They are widely used in the treatment of Chronic Obstructive Pulmonary Disease

(COPD), as a mono-component or in combination with a long-acting beta, adrenergic agonist
(LABA). '

ICS-containing treatments are known to increase the risk of pneumonia in COPD patients.
This signal was first identified in the TORCH study’, a large clinical study of 3 years
treatment duration comparing the fluticasone propionate/salmeterol combination with its
component parts and placebo in COPD patients. This study was considered in a 2010 review
of the risk of pneumonia in COPD patients by the CHMP Pharmacovigilance Working Party
that concluded that the treatment with an ICS, either alone or in combination with a LABA,
increases the risk of pneumonia in COPD patients.

Since the previous-conclusions other products containing ICS have been subject to review.
New clinical trials, publications and meta-analysis®**>° considered individually in the context
of national and European reviews for individual active substances may have led to differential
reflection of the risk of pneumonia in the COPD population in the product information.
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It is considered that data on the risk of pneumonia with these products ICS containing
products authorised in the Union in the treatment of COPD as monocomponent or in
combination such as fluticasone; fluticasone/salmeterol; fluticasone/vilanterol; budesonide;
budesonide/formoterol; beclomethasone; beclomethasone/formoterol; flunisolide/salbutamol
in the COPD population should be reviewed altogether so that the risk of pneumonia in this
patient population can be further characterised.

In view of the elements described above, the European Commission considers that it is in the
interest of the Union to refer the matter to the Pharmacovigilance Risk Assessment
Committee pursuant to Article 31 of Directive 2001/83/EC and requests that it reviews all
available data in order to further characterise the risk of pneumonia for all ICS containing
medicinal products and gives its recommendation as to whether marketing authorisations of
these products should be maintained, varied, suspended, or withdrawn.

As the procedure encompass centrally authorised products, pursuant to Article 31(1) of
Directive 2001/83/EC the final recommendation shall be referred to the Committee for
Medicinal Products for Human Use to issue the opinion.
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