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 NOTES FROM THE EU  

 Totipotent cells, blastocysts, 
pluripotent cells and their proposed 
legal status as non-patentable 
embryos.  Oliver br ü stle  v.  Greenpeace ev, 
case c-34 / 10  
 Advocate General (AG    ) Bot delivered his 
opinion on 10 March 2011. The decision of 
the European Court is expected before the 
summer. 

  Totipotent cells  appear after the fusion     of the 
gametes and exist in that form for a few days. 
They have the unique characteristic that they 
can develop into a complete human being. 
The  blastocyst  stage of development is reached 
around 5 days after fertilization.  Pluripotent cells  
are not capable of developing into a complete 
human being, but can differentiate into 
various organs that form the human body. 
Pluripotent cells are of signifi cant importance 
to researchers as they are able to differentiate 
into unique cell types. This makes them 
potentially useful in regenerative medicine, 
cell therapies, tissue replacement or as cell 
development research tools.  

 The law 
 The European Union (EU) Directive on 
Biotechnological Inventions was adopted in 
1998 to harmonize patent laws among 
member states. It contains recital 16, which 
establishes the principle that patent law must 
be applied so as to respect the fundamental 
principles safeguarding the dignity and 
integrity of the person; Article 5, which 
prohibits the patenting of the human body 
at the various stages of its formation and 
development; and Article 6, which prevents 
patents on inventions that are contrary to 
 ‘ public order ’  or morality. Article 6 also lists 

inventions that are not patentable, including 
cloning humans, processes for modifying the 
genetic identity of humans through the 
germline, and  ‘ uses of human embryos for 
industrial or commercial purposes ’ .   

 The WARF decision 
 In November 2008, the Enlarged Board of 
Appeal of the European Patent Offi ce was 
asked whether, under Article 6, an embryonic 
stem cell line described in a patent application 
was patentable. Importantly, the only method 
described in the patent application to prepare 
the cell line included the destruction of 
human embryos. The Board held not 
patentable claims directed to products, which 
were prepared exclusively by a method that 
involved the destruction of the human 
embryos from which the said products were 
derived. The Board refused to consider that 
after the fi ling date of the patent, the 
embryonic stem cell line could be obtained 
without having to destroy the human 
embryo.   

 The proposed legal status applied by the AG 
 According to the AG, totipotent cells 
represent the fi rst stage of the human body 
and must, therefore, be legally categorized as 
embryos, and consequently are not patentable. 
This includes unfertilized ova into which a 
cell nucleus from a mature cell has been 
transplanted and unfertilized ova whose 
division has been stimulated by 
parthenogenesis insofar as totipotent cells 
would be obtained. A blastocyst is one of 
the aspects of the development of the human 
body and constitutes one of the stages of 
development. Accordingly, it must itself be 
categorized as an embryo, like any stage 
before or after that development. 
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 Pluripotent cells are not capable of 
development into a human being and are 
therefore different. In isolation, pluripotent 
cells cannot be regarded as constituting an 
embryo and are therefore patentable. In 
relation to pluripotent cells, the AG stated: 
 ‘ Given that embryonic stem cells, taken in 
isolation, are no longer capable of developing 
into a complete individual, they can no 
longer, in my view, be categorized as human 
embryos. These cells have been removed at 
a certain stage in the development of the 
embryo and they are not capable, in 
themselves, of resuming that development ’ . 

 However, in line with the WARF 
decision, if the pluripotent stem cell is 
removed at some stage in the development 
of the human body, and the removal results 
in the destruction of that stage of the human 
body, the pluripotent stem cell is not 
patentable. In  Br ü stle , the pluripotent stem 
cell was removed from the blastocyst, which 
itself constituted an embryo, and as a result 
the blastocyst is destroyed. Accordingly, 
the Br û stle pluripotent stem cell should not 
be patentable. 

 The opinion of the AG goes further than 
the WARF Board decision. In the opinion of 
the AG, inventions relating to pluripotent 
stem cells can only be patentable if they are 
obtained without detriment to the embryo, be 
that an embryo ’ s destruction, modifi cation or 
use as a base material. This would prohibit 
the patentability of any pluripotent cells 
obtained from totipotent cells or blastocysts, 
as both are classifi ed as embryos.   

 Repercussions 
 Since both the WARF patent application 
(1995) and the Br ü stle patent (1997), new 
methods have been developed for the 
production of stem cell lines that do not 
require the use of human embryos. These 
include  ‘ induced pluripotent stem cells ’ , 
which uses  ‘ reprogramming ’  techniques to 
induce already differentiated cells to revert 
back to the pluripotent state. As neither the 
WARF decision, nor the AG opinion, 

prohibits the patenting of stem cells that do 
not involve the use of human embryos, 
should the European Court follow the 
opinion of the AG, induced pluripotent stem 
cells would be patentable. Patent protection 
can still be sought for claims to the research 
methods used, which are continuously 
developing in this area. Further, given the 
specialized nature of the research techniques 
used, often the competitive position of a 
company in relation to stem cells is dependent 
more on know-how than patent protection.    

 Assessment margin of concerned 
member state in European 
authorization procedure  –  A small 
step beyond the ECJ Synthon 
Judgement 
 In order to obtain a marketing authorization 
for a medicinal product in more than one 
EU Member State, one of the European 
authorization procedures must be followed. 
Both the mutual recognition and decentralized 
procedure are based on the principle of 
recognition by one or more Member States 
(the Concerned Member State(s)) of the 
assessment of the medicinal product by 
another Member State (the Reference 
Member State). A Concerned Member State 
may not refuse this recognition of the 
assessment unless it has objections on the 
grounds of a potentially serious risk to public 
health. 

 Furthermore, applications for a marketing 
authorization for generic medicinal products 
are not required to submit a complete fi le. 
An applicant may refer to the complete fi le 
of the reference medicinal product (originator 
product) when the data exclusivity of the 
reference product has lapsed; the abridged 
procedure. When an application for a 
marketing authorization has been submitted 
through the abridged procedure, the generic 
product must either be a true generic (article 
10(1) of Directive 2001 / 83 / EG as amended) 
or the application must be a hybrid 
application (article 10(3) of Directive 
2001 / 83 / EG as amended). In the latter case, 
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 The European Court of Justice (ECJ) has 
judged in the Synthon Judgement of 16 
October 2008 (Case C-452 / 06) (the  ‘ Synthon 
Judgement ’ ) that each Member State has to 
assess whether the application for a marketing 
authorization fulfi ls the validity criteria as set 
out in article 28 of Directive 2001 / 83 / EC as 
amended. However, the validation of this 
information and the scientifi c assessment of 
the application is to be done by the 
Reference Member State and the Concerned 
Member State shall need to accept this. 

  The Court Breda has added in more detail to 
the Synthon Judgement, expressing that, with 
regard to a generic application, the Concerned 
Member State cannot independently assess whether 
the bridging data are suffi cient, or whether the fi le 
protection (data exclusivity) of the reference 
medicinal product has been violated.  

 The Court Breda in addition states, in line 
with the Synthon Judgement, that a 
Concerned Member State solely assesses  –  on 
the basis of the assessment report of the 
Reference Member State  –  whether there is a 
serious risk to public health. The assessment 
margin of the Concerned Member State is, 
therefore, very limited. The other member 
states must rely on the conclusions and the 
scientifi c assessment, which the Reference 
Member State has performed. Also the Court 
Arnhem concludes that the assessment margin 
of the Concerned Member State is limited to 
whether there is a serious risk to public health. 

 The Courts came to the fi nal decision in 
both cases, that given the fact that there is 
no potential serious risk to public health, the 
granting of the generic marketing 
authorizations by the Dutch MEB was 
justifi ed and the marketing authorizations 
remain valid in the Netherlands.   

 Spain: New legal framework for 
ownership and transfer of inventions 
developed by public institutions 
 The Spanish Parliament has introduced a 
Legislative Act (Ley 2 / 2011 de Econom í a 
Sostenible) that amends several bodies of law 
with the aim of aiding Spain ’ s economic 

the hybrid application must contain additional 
results of clinical and / or non-clinical research; 
so-called bridging studies. 

 In two recent procedures before the 
Administrative Courts in the Netherlands 
(Court Breda 02 February 2011, LJN:BP5365, 
UCB Pharma v. MEB and Pharmachemie and 
Court Arnhem 11 February 2011, LJN:
BP9060, Novartis Pharma v. MEB and 
Actavis), objections were made against the 
granting of a marketing authorization for 
generic medicinal products. The Dutch 
Medicines Evaluation Board (MEB) was the 
Concerned Member State in both cases. 

 The Dutch courts were of the opinion that 
the assessment margin of the Concerned 
Member State to reject the assessment report 
of the Reference Member State partly or 
entirely is limited as a result of article 29 of 
Directive 2001 / 83 / EC as amended (which 
governs the referral procedure to the 
coordination group in case of grounds of 
potential serious risk to public health). The 
Concerned Member State can only refuse 
the approval of the assessment report of the 
Reference Member State when there is a valid 
reason to assume that the medicinal product 
presents a serious risk for public health. 

 This is apparent from the purpose of the 
procedure laid down in title III, chapter 4 of 
the Directive (which governs the mutual 
recognition procedure and the decentralized 
procedure), the binding formulation of article 
28(4)(5) (which governs the approval of the 
assessment and the adoption of a decision by 
the Concerned Member States in a mutual 
recognition and decentralized procedure), and 
article 29(1) of the Directive. The explanation 
of the court is also, in accordance with the 
purpose of the Directive, to eliminate the 
obstacles to free movement of medicinal 
products in the European Community and to 
prevent needless duplication of tests and trials. 
Both the mutual recognition procedure and 
the decentralized procedure are based on the 
principle of recognition of the assessment, 
which has already been done by another 
member state, the Reference Member State. 
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sustainability. The Act came into force on 
6 March 2011 and contains signifi cant 
modifi cations to the Spanish legal framework 
concerning R    +    D projects undertaken by 
public research institutions. This article 
summarizes the legal implications of this new 
regulation, namely the impact on ownership 
and transfer of intellectual property rights 
involved in R    +    D projects. 

 The Act applies to the results of all R    +    D 
projects (including intellectual property rights) 
undertaken by an employee of a public 
research entity within the scope of his or her 
employment, whatever the exact nature of 
the relationship. It stipulates that, in the case of 
work made for hire, the public research 
entities for whom the work is prepared are 
considered to be the owners of any intellectual 
property rights that exist in the work. 

 Furthermore, the exploitation of these 
intellectual property rights is reserved to the 
public research entities. The legislation 
determines that licenses concerning transfer 
of ownership or exploitation of intellectual 
property rights to third parties are (i) subject 
to prior authorization from the Ministry (such 
authorization to command the entity, which 
owns the intellectual property right to assert 
that the rights at issue are not necessary for 
the defence of the public interest), and (ii) are 
bound by the Spanish national law, as well as 
the Articles of Incorporation of the concerned 
entity. Nevertheless, the Act enumerates 
eight scenarios in which prior authorization is 
not required. These include when a transfer 
is done in favour of another public 
Administration or a non-profi t entity, and 
when the intellectual property right is jointly 
owned and the sale is made in favour of joint 
owners. In cases other than those laid out in 
the Act, the transfer of intellectual property 
rights to a third party will be subject to prior 
public diffusion and adherence to public 
procurement contract procedure. 

 Likewise, from now on, when transferring 
ownership of intellectual property rights to a 
private entity, the license agreement must 
include clauses enabling public entities to 

recover some of the added value obtained: 
(i) in the case of successive transmissions of 
the intellectual property rights, or (ii) where 
by the time of valuation, because of disregard 
of certain circumstances, the right was 
transferred at a lower value than it would 
have been if the disregarded circumstances 
had been taken into account. 

 On the other hand, the new regulation 
favours the cooperation of public agents with 
the private sector through participation in 
technology-based companies. Subject to 
authorization, the Act enables public research 
entities such as public universities or state 
trading companies to participate in the capital 
stock of certain corporations. In order for this 
to be allowed, the corporation in question 
must be dedicated to research, development 
and innovation, concept testing, the transfer 
and exploitation of intellectual property rights, 
the utilization of innovations and scientifi c 
knowledge obtained and developed by public 
agents, or the provision of technical services 
relating to their own purposes.   

 New legislation on falsifi ed 
medicines in the EU 
 The European Parliament has adopted 
Directive 2010 / 84 / EU (the  ‘ Directive ’ ) aimed 
at preventing the entry of medicinal products, 
which falsely indicate their identity, history 
or source into the legal supply chain. The 
Directive was adopted in February 2011 and 
amends Directive 2001 / 83 / EC. 

 The term  ‘ falsifi ed ’  is used to distinguish 
the issue from that of counterfeiting, which is 
an IP violation. Falsifi ed medicines are a 
major threat to public health and safety as 
they may not contain active ingredients, 
or may contain ingredients in the wrong 
quantities. Their quality, safety and effi cacy 
has not been verifi ed as they have not been 
subjected to an authorization procedure. The 
risk that falsifi ed medicines reach patients in 
the EU is increasing every year, not least 
because these medicines are becoming 
more and more sophisticated and diffi cult 
to identify. There is also a signifi cant 
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stage by delegated legislation. There is currently 
debate concerning that technical system would 
be most appropriate and convenient. 

 The Directive also addresses the sale of 
falsifi ed medicines over the Internet, which 
has become a particular problem. The 
Directive obliges websites of legally operating 
online pharmacies to exhibit a  ‘ trust mark ’ . 
By clicking on the trust mark, the consumer 
can access an offi cial national register listing 
all legally operating pharmacies. By clicking 
on the register, the consumer is linked back 
to the website of the legally operating 
pharmacy. The structural weakness is that the 
Directive does not harmonize the rules and 
regulations for online pharmacies in the EU. 
Member states maintain discretion in deciding 
whether medicines can be sold over the 
Internet, and how they can be sold. This 
could lead to practical issues in implementing 
a high safety standard with regards to Internet 
distribution. 

 The Directive also introduces more onerous 
record-keeping requirements for wholesale 
distributors and stronger powers of inspection. 
Manufacturers and distributors will also have 
to report any suspicion of falsifi ed medicines 
via a rapid alert system. To achieve this, they 
will need to set up compliance systems. 

 The Directive, once accepted by the 
Council, must be transposed by the Member 
States within 18 months. Some measures, 
however, such as those related to the safety 
features, have a longer implementation time 
(approximately 5 – 6 years) in order to allow 
for the necessary technical adaptations. 

 In the long run producers of prescription 
drugs, and those operating in the legal supply 
chain, will be facing increased controls and 
product identifi cation measures. This will be 
particularly challenging for small and medium 
sized companies as the measures are likely 
to be expensive. Future developments 
concerning the exact type of safety features 
should be followed closely by manufacturers 
and distributors in order to ensure compliance 
with the legal requirements imposed once the 
new provisions of the Directive fully apply.                  

cross-border aspect as the legal supply chain 
of medicines within the EU often covers 
different Member States. 

 The European Commission previously 
adopted the proposal on 10 December 2008, 
following the launch of a public consultation 
on combating falsifi ed medicines on 11 March 
2008. Now that the European Parliament has 
adopted the Directive, only the approval of 
the European Council is outstanding. 

 The European Commission proposes a 
number of measures to provide the highest 
possible level of assurance that only high-
quality medicines are sold within the legal 
supply chain. New safety measures will be 
introduced in order to identify any false 
representations and ensure full traceability of 
each individual package of high-risk products. 
The control at the EU external borders shall 
be improved in order to prevent the entry 
of false medicinal products. The European 
Commission also aims to ensure that the 
active pharmaceutical ingredients are of high 
quality and are not falsifi ed. 

 Specifi cally, the new measures include an 
obligatory sign of authenticity to be featured 
on the outer packaging of medicines. This 
sign will not only verify authenticity but 
will also act as a unique identifi er for each 
medicine. Previously, the regulation of signs 
of authenticity on medicine packaging has 
been dealt with at Member State level. 
A number of identifi cation systems, such as 
Radio Frequency Identifi cation (RFID) and 
two-dimensional bar code labelling (Data 
Matrix), have been used. Under the Directive, 
this will now be addressed at EU level. The 
obligation will apply to all prescription 
medicines except for those that, via risk 
assessment, have been shown not to be at 
risk. This means that over the counter 
( ‘ OTC ’ ) medicines would ordinarily be 
excluded from the need to display a sign of 
authenticity as these products are not usually 
targeted by falsifi ers (though they may be 
required to exhibit authenticity signs in 
exceptional cases). The exact nature of the 
authenticity signs will be decided at a later 
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