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IMPORTANT SAFETY GUIDANCE 

 
Subject: New safety guidance for hydroxyethyl starch-containing solutions (e.g. 
Voluven® 6%, 10%; Volulyte® 6%; HAES-steril® 3%, 6%, 10%) 

 
June, 2013 

 
Dear Medical Professional, 
 

Fresenius Kabi would like to inform you about a potential safety signal for 
hydroxyethyl starch (HES)-containing solutions, which are used for the 

treatment and prophylaxis of hypovolemia. In relation with the ongoing 
procedure* of the European Medicines Agency (EMA), the Pharmacovigilance 
Risk Assessment Committee (PRAC) evaluated the benefit/risk ratio of HES-

containing solutions. The PRAC concluded that the risks outweigh the benefits. 
This conclusion is mainly based on the results of three investigator-initiated 

clinical studies1-3, comparing the effects of HES solutions with crystalloids in 
critically ill patients. Two of these studies showed that patients with severe 

sepsis treated with HES were more likely to receive renal replacement therapy. 

One of the studies also showed that patients treated with HES were at greater 
risk of mortality.  

The current preliminary and non-binding recommendation of PRAC is to suspend 
the marketing authorization of HES products from all HES distributing 
companies across the European Union until further data will be available.   

The recommendation is preliminary because it will be challenged by appeal of 
Fresenius Kabi and non-binding because any final PRAC recommendation must 

be confirmed by an official opinion by the EU Coordination Group for Mutual 
Recognition and Decentralized Procedures (CMDh). Fresenius Kabi does not 

agree with these conclusions and is appealing against the PRAC 
recommendation. Fresenius Kabi is requesting a re-examination, as foreseen in 
the procedure, for the following reasons: 

• The studies upon which the PRAC recommendation is based on have major 
scientific limitations and in our opinion cannot justify withholding of HES 

products from all critically ill patients. 
• In addition, there are no sufficient plausible scientific data justifying an 
extrapolation from critically ill patients to other populations, such as surgical 

and trauma patients, due to different pathophysiologies. 
• The available data show a positive benefit/risk ratio for HES products in 

surgical and trauma patients which cannot be ignored.  
• Restriction of HES products in these patient populations will lead to an 
increased use of alternative therapies, which are less evaluated and may 

potentially be less safe. 

                                                           
*European Article 31 Referral Procedure of Directive 2001/83/EC 
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However, due to conflicting data in critically ill patients and as a precautionary 

measure, Fresenius Kabi recommends for the interim period the 
following additional warnings, precautions and contraindications for the 

safe use of these products: 
 
In critically ill patients, 

• crystalloids should be used primarily, and HES products should only be 
used, if crystalloids are not sufficient to stabilize the patient, and if the 

anticipated benefit justifies the risk. 

• dose reduction should be considered depending on the actual needs of 
the patient and the severity of the patient’s condition. The lowest 

possible effective dose should be given. 

In addition, Fresenius Kabi recommends not to use HES products in  

• patients with sepsis 

• patients with severe liver disease. 

Please consider in particular the already available information regarding contra-

indications and precautions/warnings in the respective Product Information 
leaflets, e.g.: 

HES products are contraindicated in patients with renal insufficiency (with 
oliguria or anuria), in patients receiving dialysis treatment as well as in patients 

with intracranial bleeding. An important precaution is to regularly monitor 
kidney function.  

This letter is not intended to provide a complete description of the indications, 

dosage and administration, risks and benefits associated with the use of these 
products.  

This safety guidance is intended to be added to the packaging to inform the 
treating physicians effectively for this interim period until the modified Product 
Information leaflets will be available.  

Practitioners are advised to consider this important safety guidance, in 
addition to the current contraindications, warnings and precautions, 

when prescribing these products for the patients.  

If you have any questions regarding this information, please contact Fresenius 

Kabi in your respective country. 
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