PRESS RELEASE 

regarding heparin


The National Medicines Agency (NMA) hereby informs the Romanian public on the use of heparin sodium and low molecular weight heparins.

Heparin
EU Member States competent authorities in the medicinal product field have been informed by the FDA (the US drug competent authority) regarding occurrence of serious adverse events on intravenous administration of a number of sodium heparin batches manufactured by the Baxter company, using raw/starting material originating from China. These adverse events have included refractory/unmanageable hypotension and serious allergic reactions. 

So far, no causality has been firmly established between occurrence of adverse events and administration of heparin sodium.

The FDA later informed that such adverse reactions may have been caused by presence of a contaminant, over sulphated chondroitin sulphate, a composite very similar in structure and characteristics with heparin, which could therefore not be determined by methods currently in use for heparin control.

Unlike in the US, only a very limited number of adverse events have been reported in the EU (31 in Germany), which could be associated with administration of a number of sodium heparin batches manufactured by the RotexMedica company and distributed in Germany.

For precautionary reasons, the German competent authority has recalled the respective batches.

On the same grounds of precaution, other EU competent authorities in member states where the respective batches had been distributed, among which Romania as well, have also recalled the respective batches.

Serious effects reported in the US and Germany seem to have occurred after intravenous in bolus administration (in a short period of time, usually a few minutes) of heparin sodium.  
Low molecular weight heparins

Low molecular weight heparins (fractioned heparins) are obtained from heparin sodium (non- fractioned heparin), through various de- polymerization methods. Such heparins are generally more predictable (have less variable therapeutic effect) and they are administered subcutaneously. In practice, use of fractioned heparins is generally preferred, but there are circumstances still requiring use of non-fractioned heparins as a first choice. 

Contamination with over sulphated chondroitin sulphate has recently been determined in certain batches of low molecular weight heparins, namely certain Sanofi Aventis manufactured enoxaparine batches (Clexane®), showing a level of contamination varying between 1% and 7%.

However, no adverse reactions of the type reported in the US and Germany have been reported after administration of contaminated heparin sodium. 

Considering heparin therapeutic indications, availability of both heparin sodium and low molecular weight heparins is very important for public health.

Three heparin sodium are currently authorised for marketing in Romania (PanPharma, Sandoz and Galenika), but only PanPharma heparin sodium was actually marketed at the time of the alert, batches which had to be recalled for reasons of contamination with the respective contaminant. 

Six low molecular weight heparins are currently authorised on the Romanian market:  Clexane (enoxaparinum), marketing authorisation holder – Sanofi Aventis, Fraxiparine (nadroparinum), marketing authorisation holder – Glaxo, Fragmin (dalteparinum), marketing authorisation holder – Pfizer, Clivarin (reviparinum), marketing authorisation holder – Abbott, Innohep (tinzaparinum), marketing authorisation holder – Leo Pharmacuticals and Zibor (bemiparinum), marketing authorisation holder – Menarini. Of the above, there are three Clexane batches currently on the market, showing a 2% contamination level.

 New Clexane batches manufactured from uncontaminated starting material will be available starting with June 2008.
Under the circumstances, the NMA, as other drug competent authorities in the EU, considers it possible to continue supply and use of Clexane batches where under 2% contamination with over sulphated chondroitin sulphate has been determined. 

NMA recommendations for safe heparin use

While expecting investigation results, subcutaneous administration of low molecular weight heparins is recommended. 

In case administration of heparin sodium is required, this should be administered as an infusion, as much as possible avoiding precursory in bolus administration. Use of the lowest dose and the slowest possible administration to obtain the expected therapeutic effect is also recommended. 

Administration of heparin requires that patients should be closely observed for signs of possible hypotensive or allergy signs; suitable emergency treatment should be available as well. 


In order to achieve effective monitoring of respective medicinal products and acquire all information necessary to take adequate action, the NMA required healthcare professionals to report all adverse effects observed following administration of such medicines, particularly allergy or hypotensive effects.

The NMA is in permanent contact with the EMEA, the EDQM and the other EU drug competent authorities for clarifications regarding heparin. 

The entire issue of heparin administration and continued supply in the context of a possible world shortage will be under European coordinated management, based on the procedure provided under Article 5 (3) of Regulation (EC) nr. 726/2004. The procedure requiring the CHMP to answer several scientific inquiries related to safe heparin use in the present context was started in Germany at the end of last week.  

