31 May 2022

Hydroxyethyl starch (HES) solutions for infusion: suspension of marketing authorisations
due to continued use in contraindicated patient populations with increased risk of
serious harm

<Brand names to be completed nationally>

Dear Healthcare professional,

Fresenius Kabi and B Braun in agreement with the European Medicines Agency and the
<National Competent Authority > would like to inform you of the following:

Summary

e In 2013 the use of HES solutions for infusion was restricted because of an
increased risk of kidney injury and mortality in certain patient populations.

o Despite extensive measures in place to protect vulnerable patient populations,
final results of a drug utilisation study have shown continued high non-adherence
to the product information including non-adherence to contraindications.

¢ No further measures have been identified to further improve adherence and
mitigate these risks which exposes patients to potential serious harm, including
increased mortality.

e As a consequence, HES solutions for infusion have now been suspended from the
EU market.

e Healthcare professionals should no longer use HES solutions for infusion and
consider other appropriate treatment alternatives according to relevant clinical
guidelines.

¢ <Recall information, if applicable, including level (pharmacy) and date of recall>

Background on the safety concern

Hydroxyethyl starch (HES) solutions for infusion are artificial colloids for volume replacement and
are currently indicated for the treatment of hypovolemia due to acute blood loss when crystalloids
alone were not considered sufficient.

HES containing products have been the subject of several European assessments of their benefit-
risk balance over years.

In October 2013, a safety review was completed about an increased risk of kidney dysfunction and
mortality in patients with sepsis or critical illness in large randomised clinical trials. The review
concluded to restrict the use of HES solutions for infusion to the current indication. The product
information was updated, including new contraindications and warnings.

In October 2017, an additional review of the results of two drug utilisation studies (DUSs) was
performed. These studies raised concerns because key restrictions are not adhered to in clinical
practice and that there was use in contraindicated populations.

Subsequently, in 2018, additional measures have been put in place to reinforce adherence to the
authorised conditions of use, including restricting supply of HES solutions for infusion only to



hospitals/centres where healthcare professionals expected to prescribe or administer them have
undergone a mandatory training on the appropriate conditions of use (i.e. a controlled access
programme), and more prominent warnings on the packaging of these solutions. Physicians were
advised not to use HES solutions for infusion outside the terms of the marketing authorisation as
detailed in the summary of product characteristics (SmPC) as this could result in serious harm to
their patients.

The marketing authorisation holders were requested to conduct an additional DUS to check
adherence to the product information, and to demonstrate the effectiveness of these risk
minimisation measures.

In February 2022, the EMA’s Pharmacovigilance Risk Assessment Committee (PRAC) assessed the
final results of this DUS and concluded that non-adherence to the product information remains
despite the extensive additional risk minimisation measures implemented in 2018.

PRAC concluded that HES solutions for infusion are still used in contraindicated populations, where
there is an increased risk for serious harm, including mortality, and that overall the risks outweigh
the benefits for HES-containing products. Marketing of these products should be suspended, and
therapeutic alternatives should be selected according to relevant clinical guidelines.
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