
BackgroundBackground

This judgment concerns an appeal against the 
European Commission’s Implemen  ng Decision 
on marke  ng authorisa  ons (“MAs”) for medi-
cinal products containing the ac  ve substance 
hydroxyethyl starch (“HES”) indicated for the 
treatment of hypovolemia caused by sudden 
blood loss. All HES medicinal products had been 
authorised at na  onal level by the Member 
States.

In order to properly comprehend the legal 
controversy resolved in this judgment, the 
following facts are relevant.

Since 2013, the products in ques  on have been 
the subject of several evalua  ons regarding 
their benefi t-risk balance, in par  cular due to an 
increased risk of renal dysfunc  on and morta-
lity if administered to pa  ents suff ering from 
sepsis, burns or who are cri  cally ill. The same 
year, the European Commission ordered the 
Member States to amend the MAs of HES medi-
cinal products  to include new contraindica  ons 
and warnings and to reduce their posology.

In 2018, the Commission again ordered 
Member States to amend the marke  ng 
autorisa  ons to HES medicinal products to 
include addi  onal risk minimisa  on measures, 
as the measures ini  ally adopted were not being 
respected in clinical prac  ce. These addi  onal 
measures included circumscribing the supply 
of the medicinal products in ques  on to those 
healthcare professionals who had followed 

specifi c mandatory training, as well as including 
more visible warnings on the packaging.

In 2022, the Pharmacovigilance Risk Assessment 
Commi  ee (“PRAC”), adopted an assessment 
report in which it concluded that (i) non-com-
pliance with product informa  on measures 
persisted; (ii) HES products con  nued to be 
used in popula  ons in which they are contrain-
dicated; and (iii) therefore presented an increa-
sed risk of serious harm, including mortality. 
The PRAC indicated that no addi  onal measu-
res could be iden  fi ed that would suffi  ciently 
ensure the safe use of HES. The PRAC concluded 
that the benefi t-risk balance of  HESwas unfa-
vorable and recommended discon  nuing their 
MAs.

In view of this report and the conclusions also 
adopted by the CMDh, the Commission adopted 
the decision of 15 May ordering the Member 
States to suspend the MAs of HES medicinal 
products. However, the decision provided for an 
excep  on: Member States may, excep  onally, 
for a maximum period of eighteen months from 
the date of adop  on of the decision, postpone 
the suspension.

Fresenius, holder of several MAs for HES medi-
cinal products, appealed the decision before the 
General Court of the European Union (GC). As 
we have already men  oned, the GC rejects all 
the arguments put forward by Fresenius and 
dismisses the appeal in its en  rety. However, 
we fi nd it interes  ng to delve into  the  General 
Court’s interpreta  on of the concept of “bene-
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fi t-risk” balance in rela  on to medicinal products 
for human use.
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Fresenius claimed that the Commission had 
infringed Ar  cle 116 of Direc  ve 2001/83/EC, 
which empowers the competent authori  es 
to suspend, revoke or vary a marke  ng 
authorisa  on when it is considered, inter alia, 
that the risk-benefi t balance is not favourable. 
In this regard, Fresenius considered that the 
suspension of a marke  ng authorisa  on was 
only possible if the product in ques  on does 
not off er a favorable risk-benefi t balance when 
used in accordance with its SmPC. According 
to Fresenius, the risks arising from off -label use 
should not infl uence the decision to suspend a 
MA.

The GC  analyses how the concept of “bene-
fi t-risk” balance should be interpreted according 
to the wording, context and objec  ve pursued 
in Direc  ve 2001/83/EC and concludes that the 
risks related to the off -label use of the medicinal 
product can be taken into account in the bene-
fi t-risk assessment.

On literal interpreta  onOn literal interpreta  on

The GC notes that Direc  ve 2001/83/EC defi -
nes the risk-benefi t balance as “the assessment 
of the posi  ve therapeu  c eff ects of the medi-
cinal product in rela  on to any risks related to 
the quality, safety and effi  cacy of the medicinal 
product for the health of the pa  ent or for public 
health”. On the basis of this wording, the GC 
concludes that this concept is suffi  ciently broad 
to allow the risks related to the off -label use of a 
medicinal product to be taken into account.

On contextual interpreta  onOn contextual interpreta  on

The GC focuses on the informa  on obliga  ons 
of all marke  ng authorisa  on  as set out in Ar  -
cle 23 of Direc  ve 2001/83/EC. Among these, 
it is expressly provided for the obliga  on for 
the marke  ng authorisa  on holder to commu-
nicate to the na  onal competent authority the 
“data on the use of the medicinal product when 
such use does not comply with the terms of the 
[marke  ng authorisa  on]”. This repor  ng obli-
ga  on, the GC points out, would be meaningless 
if the competent authority could not take these 
data into account and draw consequences from 
them.

In addi  on, the GC sets out the purpose and 
scope of the data to be collected from the phar-
macovigilance system regulated in Ar  cle 101 of 
Direc  ve 2001/83/EC. This provisionexpressly 
states that the informa  on to be collected in 
the pharmacovigilance system shall relate to 
adverse reac  ons caused by the use of a medici-
nal product in accordance with the terms of the 
marke  ng authorisa  on “and by uses outside 
such terms”. Relying on this idea, the GC conclu-
des that Direc  ve 2001/83/EC does not contain 
any provision indica  ng that the risks of off -la-
bel use of a medicinal product should be taken 
into account for the purposes of the pharma-
covigilance system, but not for the purposes of 
deciding on the revoca  on, suspension or modi-
fi ca  on of a marke  ng authorisa  on.

Lastly, the GC notes that the fact that Ar  cle 
116 of Direc  ve 2001/83 does not contain any 
reference to “normal condi  ons” of use corro-
borates the Commission’s interpreta  on that 
the concept of “risks related to the use of the 
medicinal product” also covers risks related to 
its use outside its marke  ng authorisa  on.
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On teleological interpreta  onOn teleological interpreta  on

According to the GC, Ar  cle 116 of Direc  ve 
2001/83 must be interpreted in accordance with 
its ul  mate objec  ve: the safeguarding of public 
health. To this end, the competent authori  es 
must be able to take into account informa  on 
on all risks to public health posed by a medicinal 
product, including those related to its off -label 
use.

In this regard, the GC reinforces its interpreta-
 on with the preparatory works of Direc  ve 

2010/84, which amended, among others, Ar  -
cle 116 of Direc  ve 2001/83. It follows from 
them that the Commission deleted the concept 
“normal condi  ons of use” because “it is not 
defi ned and could be interpreted as restric  ng 
regulatory measures in case of a serious public 
health issue related to off  -label use”.  

ConclusionConclusion

In view of the foregoing, the GC concludes that 
it follows from the literal, contextual and teleo-
logical interpreta  on of Ar  cle 116 of Direc  ve 
2001/83 that the Commission acted correctly in 
assessing the benefi t-risk balance of medicinal 
products containing HES as an ac  ve substance, 
taking into account the risks involved in their 
off -label use. 
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