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NOTIFICATION OF A REFERRAL UNDER ARTICLE 31 OF DIRECTIVE 2004/83/EC
FAX NUMBER - 44 20 75237051

This ‘notification is an official referril under Article 31 of Directive 2001/83/EC. miade by
Hungary

Product Namie(s), if appropriate, de b Gy
Strength(s) and Pharmaceutical Form(s) Tablets, solutions fer injection, and suppésitories

Short Acting Beta Agonists:
Terbutaline
Salbutamol
Hexoprenaline
Ritodtifie
Fenoterdl
Isoxsuprine

Active Substance(s)

Marketing Authoiisation Holdet(s) Various
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Short-acting beta-agonisfs (SABAs) are very commonly used for the freatment of asthma
across Europe with a well recoghised safety profile. However, SABAS are also approved for
use as tocolytic agerits to suppréss premature labour.

Prévious Eurepe wide review of the risk of myogardial ischaemia assccisted with the use of
SABAs in respiratory and obstétric indications, in 2006, l&d to warnings in the product
information that these products should be used with caution in tocolysis, and that these
products are contraindicated in tocolysis in patients with pre-existing cardiovascular disease or
risk factors for cardiovascular disease. More recently in 2011 a.review by the US Food and
Drug Administration. (FDA) restlied in a Drug Saféety Commuriication
{http:/fwww.ida.gov/Drugs/Drug Safety/ucm243539.htm). This éommunication stated that
terbutaline injection should not be used in pregnant women for the prevention or prolonged
treatment (beyond 48-72 hours) of preterm labour because of potential for seribus maternal
heart problems and death. The FDA further recommended that oral terbutaline should not be
authorised for use in tocolysis because of a lack of efficacy in addition to the adverse
cardiovascular effects.

As the FDA review had considered more recent post-marketing data, and given that the
previous Europe wide review had.not made any récommendations on the need to restrict the
indication or-duration of use of ahy SABA in toeolysis, it was agréed that this issue should be
further reviewed by the Pharmacdovigilance Working Party (PRVWP). The produets evaluated in
this review were salbutamol, fenoterol, terbutaline and ritodrine. Hexoprenaline and isoxsuprine
were not included in this prelimindry review asri¢ informiation was available that time whether
these products were still available for use in the EU.

The PhVWP review concluded that efficacy had been established in the short-term {up to 48
hours) with-the parenteral solutions. However, there i$ no perceived benefit provided from
maintenance therapy with thie oral tablet or suppository formulations. The SABAs were also
shown to'be associated with a significant number of adverse events, inchiding setious ‘
cardiovascular adverse events, which were frequently the catise of cessation of tocolytic
therapy.

The preliminary recommendations of the PhVWP were that the baldhce of benefits and risks for
the oral tablets and suppositories was not favourable; whilst the parenteral use of SABAs was
favourable if use was restricted 16 the first 48 hours and was under specialist supervision with
continued patient monitoring. PhVIVP also agreed that a more eéomprehensive review of the
available data would be importantin orderto detenmine thé optimal period within gestation
during which tacolytictherapy is most beneficial-and to consider the balance of benefits and
risks of all SABAs {including hexoprenaline and isoxsuprine) in all authorised obstétric
indications, including external cephalic version and uterine hyperactivity.

In considering the most approprigte procedure by which to address this issue, we have taken
into account the general clinical background-familiarity with the safety profile of SABAs, the
decreasing market uptake of the hen-inhaled systemic formulatioris in recent years, and current
natiohal clinical guidelines which recommend that maintenance of tocolysis is of little benefit to
the: mother or pregnancy outcome.. Furthermore, the product.information for SABAs already
advises caution in relation to use in tocolysis and contraindicatés use in tocalysis ih those with
pre-existing cardiovascular disease or risk factors for cardiovascular disease.
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In light of the-above. Hungary therefore considers that it is in the interest of the Community to
refer short-acting beta-agomsts to the Pharmacovigilarice Risk Assessment Committee
(PRAC) and requests that it gives itsrecorhmendation under Article 31 of Directive 2001/83
EEC, on whether the balance of-behefits and risks is positive in the management of tocolysis
and other obstetnc md:catxons and whether the Marketmg Authonsatlons for medlcmai

W|thdrawn

Signed

Dr Hilda Készegi - Szalai
Deputy Director General .
GYEMSZI National Institute-of Pharmacy
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