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ECRIN (European Clinical Research Infrastructures Network) 
EORTC (European Organization for Research and Treatment of Cancer) 
ESF-EMRC (European Science Foundation - European Medical Research Councils) 
CPI (Coordination des Promoteurs Institutionnels) 
INSERM (Institut National de la Santé et de la Recherche Médicale) 
VISEAR (Vienna Initiative to Save European Academic Research) 
ESICM (European Society of Intensive Care Medicine) 
�
�
�
Aspects of the Directive 2001/20/EC that work well 
�
�
1) The EU legislation resulted in a partial harmonisation of clinical trials on 
medicinal products in the EU. There is now a need to extend the harmonisation 
process to all the categories of clinical research in the EU, beyond clinical trials on 
medicinal products. 
 
2) The EU legislation also led to the integration of clinical trial identification 
(through the unique EudraCT number and database) and of adverse event reporting 
in clinical trials (through the EudraVigilance database). Such databases should now 
be used to promote transparency, and particularly to develop a European tool for 
open study registration and reporting.   
�
3) The EU legislation promoted a single opinion from ethics committees at the 
national level, and defined the roles and responsibilities of the sponsor and of the 
state (through the competent authority) in the conduct of clinical trials. There is now a 
need for a better definition of the respective roles of ethics committees and of 
competent authorities, and for streamlining their interaction. 
�
4) As a consequence of the Directive, some EU countries have invested in the 
development of a clinical research infrastructure and promoted training 
programmes, whereas some public institutions have strengthened their capacity to 
fulfil the sponsor’s tasks. This resulted in an improvement in the conduct, in the 
quality and in GCP compliance of clinical trials. The development of such clinical 
research infrastructures (at clinical sites, at clinical research centres, at clinical trials 
units undertaking design, conduct and analysis of clinical research) should now be 
supported in all the EU member states and coordinated at the EU level. 
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Aspects of the Directive 2001/20/EC that do not work well 
�
1) Harmonisation / integration 
 

The 2001/20/EC Directive and its transposition into national legislation failed to 
efficiently harmonise the regulatory framework and to facilitate EU clinical trials. It 
made the initiation and conduct of national, and also of multinational clinical trials on 
medicinal products more difficult than before the implementation of the Directive. The 
increased administrative workload and expensive monitoring raised the cost of 
academic clinical research by 2 to 4 times, and made it impossible to conduct some 
studies. Moreover, acting as a single sponsor in the EU is impossible for most 
academic institutions.  
Considering the failure of the 2001/20/EC Directive to efficiently harmonise the 
regulatory framework of clinical trials, and the failure of national legislations and 
national competent authorities to implement harmonised regulation and practice, we 
would recommend, whenever possible, an integrated approach (ie, for the competent 
authority). When integration is not possible (ie, for ethics committees), coordination, 
guidance, and accreditation should assist and enforce harmonisation. In addition, 
implementation of such legislation should be coupled to a strengthening of the clinical 
research infrastructure and of training programmes at both the national and the EU 
levels. 
 
2) Directive / regulation 

Some EU member states took advantage of the flexibility in the transposition of the 
Directive to escape part of its negative impact on clinical research. This resulted in 
divergent national regulations that made multinational cooperation even more 
difficult. 
In an ideal situation where the new EU legislation would foster rather than hamper 
clinical research, the issue of a real harmonisation should be addressed by the new 
legislative framework, either through a Directive, a regulation, with clear 
implementation guidance. Most participants consider that the regulatory framework 
for clinical research can be covered by a regulation, avoiding divergent interpretation 
while transposed into national legislation – in such case, a Directive should be 
maintained for ethics committees, as ethics is left to the competence of the member 
states and cannot be covered by an EU regulation. 
 
3) Field of the Directive  

Clinical research is not restricted to clinical trials on medicinal products – this is 
particularly true for academic research. There is a major disharmony between 
national regulations regarding clinical research other than clinical trials on medicinal 
products. This leads to consider the need for extension of the EU legislation to areas 
of clinical research not covered by the Directive. However some countries fear that 
such an extension would hamper rather than facilitate such research. 

The ideal solution would be a single EU legislation designed to facilitate clinical 
research in the EU, prepared by DG SANCO, DG Research and DG Enterprise and 
Industry, adequately and equally protecting the participants in every category of 
clinical research across the EU (a situation equivalent to the national one where the 
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Ministry of Health is usually responsible of such legislation). If such a solution is not 
possible, we would suggest: 
 
- to extend the field of an improved version (assuming that it really facilitates clinical 
research) of the EU legislation on medicinal products to all the clinical trials on health 
products (including medical devices, diagnostic products, herbal medicines, 
nutritional supplements), as they require a common regulatory framework in which 
the competent authority supervises the health product and the preclinical 
requirements, and the ethics committees supervise the protection of participants. 
 
- to write a new legislation (also assuming that it really facilitates clinical research) 
covering all clinical research not involving health products (also reviewing the 
preclinical development of know-how and procedures), either interventional or 
observational, in order to ensure harmonised adequate protection of participants and 
to facilitate clinical research in the EU.  
 
This new legislation should involve DG Research and DG SANCO. 
 
 
 
4) Competent authorities 
 
The task of the competent authorities is to supervise the medicinal product, which is 
the same throughout the EU. There is still a considerable disharmony between 
requirements for clinical trial authorisation from the competent authorities. The 
practices differ between countries. There is a redundant assessment of the same 
product by many agencies, resulting in waste of time, money, and expertise for the 
agencies, and in multiple submissions for the applicant, and most importantly in a 
delay for a new therapy to benefit patients. 
 
For multinational trials, the easiest way to circumvent this difficulty would be to obtain 
a single clinical trial authorisation through a centralised procedure (or a mutual 
recognition) in which the clinical trial application is managed by one single competent 
authority, instead of up to 27 national competent authorities. This would save a lot of 
time and human resources, avoid duplication of protocol and investigational 
medicinal product (IMP) dossier review, strengthen expertise, and reduce the 
administrative burden for academic sponsors and investigators. This is merely an 
extension of what is proposed for first-in-man studies. 
 
For national trials, the clinical trial authorisation could be left to the national 
competent authority, however, in the long term integration of clinical trial 
authorisation will make sense (as EudraCT and SUSAR reporting are already 
integrated) also for national trials. 
 
The governance of EMEA (and/or a new EU competent authority) should be modified 
towards more consideration of the interests of consumers, public health issues, and 
research issues – in the member states, the medicines agencies depend on 
Ministries of Health, not on the Ministries of Industry. 
 
5)�Ethics committees 
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Ethics committees ensure the protection of participants in clinical trials. There is a 
major disharmony in the assessment of clinical protocols and informed consent forms 
by ethics committees. This reflects cultural differences in ethical review of clinical 
research but additional, unnecessary disharmony is due to the lack of coordination, 
training, and quality assurance systems. 
The EU legislation should promote harmonisation of the activity of ethics committees 
through either a guidance or a change to the Directive implementing an appeal 
procedure and an accreditation system for ethics committees, ensuring appropriate 
training and quality assurance, based on EU-wide specification. In addition, a 
European coordination of ethics committees (under the responsibility of DG SANCO) 
should promote harmonised training, tools, and practice, including a common 
template for the informed consent requirements in the EU. 
 
6)�Multiple sponsors 
 
A single clinical trial authorisation, and a single EudraCT number, should not 
necessarily require a single sponsor in the EU, only a single applicant at the 
EMEA/EudraCT level. The requirement for a single sponsor is a major bottleneck to 
multinational clinical research for academic institutions that lack the capacity to fulfil 
sponsor’s tasks in multinational studies. This is also true for small and medium-sized 
enterprises (SMEs). In addition, some countries allow multiple sponsors.  
There is an absolute need to allow multiple sponsorship, for multinational as well as 
for national trials, in order to share, on a contractual basis, the roles and 
responsibilities in the various EU member states, this multiple sponsorship being 
under the coordination of a single applicant for European regulatory authority.  
 
7) Definition of categories of research 
 
Some definitions are open to divergent interpretation, resulting in national differences 
in the categorization of the same clinical study, particularly the border between 
interventional and observational studies.  
 
The Directive defines intervention as treatment intervention, diagnostic intervention, 
or change in follow-up (‘monitoring’) procedures. This led to divergent interpretations 
between countries, as some consider diagnostic procedures as intervention in any 
case, other only if they increase the risk for the patient, whereas other have defined 
an intermediate category of ‘minimally interventional’ studies. As a result, the same 
post-marketing safety study, without treatment intervention but with collection of a 
blood sample, may be regarded as a clinical trial on a medicinal product covered by 
the Directive in some countries, and as an observational study in other. 
 
The Directive fails to differentiate categories of research on medicinal products, and 
does not consider the lower risk associated with some of them, (particularly post-
marketing studies, which represent a major part of academic clinical research). 
Instead, it proposes adaptation for ‘non-commercial trials’. 
 
There is a need to clarify the border between interventional and observational 
studies. Therefore, a workshop should be organised to discuss this point and the 
potential relevance of defining a category of ‘minimally interventional’ studies, without 
treatment intervention and with only low-risk intervention regarding diagnostic or 
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follow-up procedures, for which approval from ethics committee is required, without 
full clinical trial application.  
 
There is also a need to harmonise the interpretation on psychological assessment as 
an intervention. 
 
In a more general perspective, there is a need to refine the definition of categories of 
clinical research, beyond the phase I-IV classification. The regulatory requirements 
should take into account the lower risk associated with studies using marketed drugs 
within their labelled indication for treatment optimisation or combination trials, or trials 
on off-label use of marketed drugs. This is of utmost importance for the academic 
community as a considerable part of its clinical trial activity falls into these categories. 
Developing regulatory requirements based on the risk associated to these categories 
would be an alternative way to the ‘specific modalities for non-commercial trials’ that 
tend to suggest that there are two levels of quality. We strongly oppose the idea that 
clinical trials should come in different forms regarding their quality, depending on who 
initiated the trials. If clinical trials are to differ in any regard, this ought to be decided 
based exclusively on a thorough risk assessment (hazards to the participants, to the 
trial’s data, to public health). A workshop should be organised to help further discuss 
this critical point. 
 
There is a need to clarify the border between medicinal products, nutritional 
supplements, and nutrition studies. A workshop should be organised to help further 
discuss this critical point. 
 
The Directive uses the wording ‘subjects’ for individuals participating in a clinical trial. 
This should be changed to ‘participants’, which better highlights their active role and 
is non-derogatory. 
 
8) Definition of ‘non-commercial’ trials  
 
The concept of commercial compared to non-commercial trial should be replaced by 
a better wording (avoiding ‘commercial’).  
 
In addition, the need for support and for regulatory adaptation may be different for 
‘non-commercial trials’ and for ‘trials sponsored by a non-commercial institution’.  
 
There is a need to organise a workshop on the definition of clinical research run by 
academic institutions (e.g., investigator driven clinical trials), and to determine, with 
representatives of the academic research community, which adaptation could be 
proposed, for which type of trial. 
 
Defining ‘specific modalities for non-commercial trials’ tends to suggest that there are 
two levels of quality. This should be avoided, and in turn risk-based strategies should 
be used to improve the cost-effectiveness of clinical trials, especially for monitoring. 
Therefore developing regulatory requirements adapted to the risk associated to 
defined categories of clinical trials would be an alternative way. 
 
As stated in (7), most clinical trials sponsored by academic institutions correspond to 
categories of research associated with a lower risk: studies using marketed drugs 
within their labelled indication for treatment optimisation or combination trials, trials 
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on off-label use of marketed drugs, pharmacoepidemiology studies. Academic 
institutions are also involved in the development of drug treatments for rare diseases, 
where market incentives fail to drive industry investment. Public-private partnership is 
frequently used for co-funding or co-development. Specific modalities should be 
defined for all these categories of research, not for ‘non-commercial trials’ as a 
whole. 
 
9) Adaptations for academic research (‘non-commercial trials’) 
 
Academic institutions acting as sponsors in clinical research face major difficulties in 
either national or multinational trials, that may be dampened by measures ensuring 
an appropriate level of quality, and based on support and on regulatory adaptation 
depending on the risk associated with the category of study (hazard to the patient, 
hazard to the institution, hazard to the study, hazard to public health). 
 
The guidance document on ‘specific modalities for non-commercial trials’ mentioned 
in recital 11 of the 2005/28/EC Directive states that data from non-commercial trials 
cannot be used for registration, which is a major obstacle to academic-sponsored 
research and to the development of new indications for marketed medicines, 
especially in rare diseases. In the future, this may be a threat to all diseases due to 
the development of personalised treatments. 
 
In some countries, non-commercial trials (or sponsors) are waived to pay fees to 
competent authorities and to ethics committees. Other countries do not implement 
such a waiver, or only reduced fees. This waiver system should be harmonised. 
 
Similarly, some countries have implemented a waiver for the sponsor to purchase the 
IMP (investigational medicinal product) in non-commercial clinical trials, not other, 
and this initiative should be generalised.  
 
In some countries, the insurance coverage for non-commercial trials is provided by 
the public health system, by the public hospitals or the university hospitals. This 
system should be implemented in all the EU member states, with the capacity to 
cover also investigator-driven trials sponsored by a foreign institution in a EU 
member state. 
 
National competent authorities should provide free support to academic sponsor in 
SUSAR reporting and MedDRA coding. 
 
Adaptation of the requirements should be allowed for marketed drugs regarding IMP 
dossier, and labelling. Alternative methods should be allowed to ensure traceability. 
Independence of academic trials should not be restricted by the need to ask the 
marketing authorisation holder to cross refer to an existing IMP dossier. 
 
 
What can be remedied within the present legal framework (by modification of 
guidelines or clarifications)? 
 
1) Interaction between ethics committees and competent authorities 
Various models have been implemented for the interaction between ethics 
committees and competent authorities: no interaction, a streamlined cross-talk, or a 
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close cooperation in which the competent authority, not the sponsor, directly interacts 
with the ethics committee.  
 
A guidance is needed to further define the respective tasks of ethics committees 
(protection of participants) and of competent authorities (assessment of the medicinal 
product), and how ethics committees and competent authority (either national, or a 
single EU competent authority) should cooperate in the clinical trial application 
process and during the conduct of the trial (for instance the model of a direct 
communication between the competent authority and the ethics committees, resulting 
in a one stop-shop system for the applicant that interacts only with the competent 
authority, has to be further discussed). This could reduce redundant work and 
increase clarity and responsibility. 
 
2) SUSAR reporting to ethics committees 
SUSAR reporting to ethics committees and to investigators is a major issue raised by 
ethics committees, investigators, and sponsors. We consider that an improved and 
streamlined communication between ethics committees and competent authorities 
could help solve this issue. SUSARs and AER should be reported by the sponsor 
only to the competent authority, while ethics committees and investigators could have 
access upon request to the data collected by the competent authority. In addition, a 
workshop should help discuss how best to make information on risk and benefit also 
available to participants in order to ensure the long-term validity of the informed 
consent. 

3) Information on national and EU requirements 

Information on national and EU requirements for clinical trial authorisation should be 
available, in English, to sponsors and investigators through a dedicated and updated 
website (at EMEA, or DG SANCO ?), and a helpdesk should be developed to support 
sponsors in multinational studies. 
In addition, electronic documents (.pdf), not only paper documents, should be 
authorised for clinical trials application and submission to ethics committees. 

4) Investigational medicinal product (IMP) definition 
In the current guidance, only some background treatments are considered as IMP, 
and this requires case-by-case examination leading to divergent interpretation. 

A simple and unambiguous definition of IMP should be provided. This is of particular 
importance for academic trials, as this has an impact on labelling and traceability, on 
SUSAR reporting, and as in some countries the academic sponsor still has to 
purchase the IMP. 

5) Definition of substantial amendments 
The definition of substantial amendments is open to varying interpretation resulting in 
different status across the EU member states. 

A guidance should provide unequivocal definition. 

6) GMP (good manufacturing practice) requirements for biotherapy  
There is a need to harmonise the requirements for GMP manufacturing of biotherapy 
products. 
 
7) Education and training of investigators, nurses and other specialised staff 
A guidance should be developed for education and training for investigators and staff 
in clinical trials, with accreditation of educational programmes. Continuous education 
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of investigators and staff should be promoted. The issue of a qualification for 
investigators and staff should be discussed during a workshop. 

8) Methodological assessment by ethics committees and competent 
authorities. 
The competent authorities and ethics committees play a critical role in controlling the 
methodology of the protocol and in reducing the risk of errors – risk of design errors, 
risk of random errors (‘play of chance’), risk of systematic errors (‘bias’). There is 
currently a lack of quality assurance requirements and accreditation ensuring that the 
methodological review of protocols is adequately performed. 

Clinical trials methodology should be part of guidance documents, quality assurance, 
and accreditation processes for ethics committees and competent authorities. 

 

What should a new legal framework look like? 
 

1) A single and comprehensive legislation (directive and/or regulation) 
covering all clinical research should be prepared, ensuring adequate and 
equivalent protection of participants in any biomedical research in the EU. 

All the biomedical research on human beings, with or without health products, 
interventional or observational, should be covered by a single, legislative framework 
prepared under the umbrella of DG SANCO with the contribution of DG Research 
and DG Enterprises. In order to ensure harmonisation, a Regulation would be 
preferred to a Directive (whenever possible). 

2) facilitating high-quality clinical science in the EU and protecting the participants 
according to the risk associated to the category of study (not according to its 
‘commercial’ or ‘non-commercial’ objective). 

Categories of research should be carefully and unambiguously defined, each being 
associated with regulatory and quality requirements adapted to the risk (instead of 
adaptation to ‘non-commercial trials’). In turn, support should be provided to public 
institutions acting as sponsors in clinical research (possible co-sponsorship, support 
to MedDRA coding and SUSAR reporting, information and helpdesk on regulatory 
requirements, public insurance coverage, waiver of purchasing the IMP, 
development of the clinical research infrastructure). Workshops are needed to reach 
an agreement on the definition of, and borders between categories of research, the 
associated risk, and the resulting requirements. 

3) with centralised assessment by a single competent authority (at least for 
multinational trials). 

Instead of duplicating efforts, assessment of the health intervention should be 
conducted by a single agency (either centralised, or specialisation of the national 
competent authorities in a given type of health product, or mutual recognition). 

4) with accredited and co-ordinated ethics committees. 

Implementation of a quality assurance and accreditation system, and of an EU 
coordination under the responsibility of DG SANCO, leading to harmonised training 
and practice.  

5) with clear guidance on their respective roles, and on the harmonised interaction 
between ethics committees and competent authority,  
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The national ethics committees should protect the participants in every category of 
clinical research, whereas the competent authority should assess the health 
intervention (including a health product if any), using a streamlined and harmonised 
procedure for interaction between both. 

6) and promoting trust, transparency and optimal use of data in clinical research 
through open study registration, study reporting, and data sharing.  
 
A clinical trial registration tool, in line with the requirements of the WHO international 
clinical trials registration portal (ICTRP) and of the ICMJE (International Committee 
of Medical Journal Editors) is lacking in the EU. The new EU legislation should state 
that data from the EudraCT database (and/or equivalent) will be used to build a 
public EU clinical trial register for all interventions (open access to information from 
EudraCT is already planned in the paediatric regulation). In addition, the EU should 
take advantage of this registration tool to give open access to study reporting, and to 
create a repository for anonymised clinical trial data. 

�
�
��
�
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Summary 

The Impact on Clinical Research of European Legislation (ICREL) project, due to report later 

this year, is reviewing evidence and compiling metrics on the competitiveness and ethics of 

clinical research in the European Union. The project has been prompted by concerns that the 

European Union Clinical Trials Directive 2001/20/EC (EU CTD) is hampering, rather than 

helping, academic clinical research.   
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Data from individual countries, based on different methodologies, suggest that the impact of 

the European Union Clinical Trials Directive 2001/20/EC (EU CTD) may vary from one 

country to another (1-4). This variation has not been studied until now, so the Impact on 

Clinical Research of European Legislation (ICREL) project has been set up to collect data 

throughout the European Union, using consistent methodology, to help describe and interpret 

this impact. The results of the project will be publicly discussed on a conference on 

December 2, 2008 in Brussels and the elaborated conclusions will be included in the Final 

Report. 

 

 

The EU CTD (Directive 2001/20/EC (5), prepared and adopted on April 4th, 2001 and 

implemented by all Member States from May 1, 2004), was introduced to harmonise the 

legislative framework for clinical research in the European Union, with the objective of 

harmonising the regulatory systems, of improving the protection of participants, of optimising 

the use of safety information, and of ensuring the quality of studies and the credibility of data 

(box 1). The Directive also aimed to strengthen the responsibility of research sponsors and 

EU Member States in clinical trials, assigning responsibilities to competent authorities, 

reducing investigators’ responsibility, and improving patients’ protection (6).  

 

With the EU CTD a single sponsor in the EU, covered by liability insurance for study-related 

harm to study participants, now has to submit an application for clinical trial authorisation to 

the national competent authority, and in parallel a request for a single favourable opinion to 

Ethics Committee(s). The EMEA-based clinical trials database (EudraCT) was also 

implemented and a section for clinical trials added to the EudraVigilance database. 

 

Although the overall objective of the Clinical Trials Directive has been widely welcomed, 

various initiatives have challenged its implementation. The European Commission (DG 

Enterprises and Industry) and the EMEA organised a conference in London, on October 3rd 

2007 (www.emea.europa.eu/meetings/conference2007.htm), to learn about the challenges 

different stakeholders envisage with the new legislation and to discuss possible changes. 

Concerns expressed by various stakeholders highlighted the need to provide detailed data 

and metrics on the impact of the Clinical Trials Directive, with the objective of tailoring an 

adaptation of the EU legislation. 

 

The contribution of DG Research to the debate on the revision of the Directive is ICREL, a 

one-year project funded by the first call of the FP7 Health Priority. The European Clinical 
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Research Infrastructures Network (ECRIN), the European Organisation for Research on 

Treatment of Cancer (EORTC), the Hospital Clínic of Barcelona and the Ethics Committee of 

the Medical University of Vienna are collaborating on this project coordinated by the 

European Forum for Good Clinical Practice (EFGCP) (www.efgcp.be/ICREL). ICREL’s aim is 

to measure indicators of implementation in different member states, to compare these 

metrics, and  to interpret them in terms of direct and indirect impact of Clinical Trials Directive 

2001/20/EC and EU related legislation on all categories of clinical research and on the 

different stakeholders: commercial and non-commercial sponsors, Ethics Committees and 

Competent Authorities.  

 

ICREL will collect and compare figures from EU member states on clinical trials on medicinal 

products sponsored by pharmaceutical companies, biotechnology SMEs, and academic 

institutions, on other categories of clinical research, as well as on the impact on Ethics 

Committees, Competent Authorities, clinical research infrastructure, and on the workload, 

cost and funding of clinical trials. It will compare the situation before and after the 

implementation of the Directive. Detailed data obtained through a series of surveys involving 

structured interviews and questionnaires, focussing on metrics of the impact of this 

legislation (e.g. on the quantity of clinical trials, on quality and credibility of data, on patient 

safety and transparency of study results, on cost of monitoring, duration of clinical trial 

authorisation, clinical trial initiation and progression, on patient enrolment, and on workload 

for the stakeholders). These surveys will be collected through stratified random sampling of 

the targeted stakeholder groups “commercial” and “non-commercial sponsors” as well as 

“ethics committees”. The European Competent Authorities will be approached in total. In 

addition, spontaneous completion of the questionnaires will be sought by posting the 

questionnaires on the EORTC web page and broad public dissemination of the need to 

support the project with the provision of data through this tool.   

 

 

Which problems will ICREL aim to solve? 

 

The implementation of the Directive has been hampered by four major problems (box 2): 

disharmony of national clinical trials requirements and infrastructures, inadequate protection 

of research participants except those taking part in drug trials, lack of differentiation between 

the needs of industry and academic researchers, and increased administrative burden. The 

specific challenges for different groups are examined below.  
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Industry and SMEs 

 

On the industry and SME side, the EFPIA expresses five major concerns: differences in the 

national requirements for clinical trial application; SUSAR reporting to ethics committees; 

definition of IMP; GMP requirements in some Member States – import,  manufacturing site; 

and the definition of substantial amendments. EuropaBio has released, together with BIA, a 

White Paper (7) in October 2006 expressing similar concerns of the biotechnology SME 

sector: lack of harmonisation in clinical trial application; increased bureaucracy and 

uncertainties due to variable national requirements; different interpretation in the definition of 

IMP; GMP related issues – import rules, manufacturing license, particularly relevant for 

active biological ingredients; different requirements for safety reports.  

The general consensus is that the Clinical Trial Directive failed to achieve harmonisation, and 

results in workload that is disproportionate with the objective of protecting safety of trial 

subjects. The resulting delays and costs are a threat to the EU bioscience industry, and 

discourage these companies to undertake multicentre trials on a pan-European basis. 

Academic institutions 

On the academic side, surveys were performed, reported and discussed by some public 

institutions conducting clinical trials either on a national or on an EU-wide basis. Most of 

these surveys (8-10) point to a decrease in the number of clinical trials, to an increase of 

costs, without any obvious change in the level neither of patient protection nor in the quality 

of data collected. This is even more true for EU-wide trials, as for instance Cancer Research 

UK no longer believes to be in a position to act as a sponsor in EU multinational studies (10) 

(although the objective of the Directive was to facilitate these multinational studies). A survey 

performed by the Federation of European Cancer Societies points to the varying 

requirements for non-commercial cancer trials across the EU countries, including status and 

role of the sponsor in national or multinational studies, definition of IMP, free access to 

marketed drugs, simplified IMP dossier, adverse event reporting, cost of studies and financial 

support,  pharmacovigilance systems and support to MedDRA coding, monitoring strategy, 

dialogue between competent authorities and ethics committees. 

However, these data have to be interpreted with caution as they derive from well-established 

and professional clinical research institutions. Improvement in patient protection and in 

credibility of data due to the requirements of the Clinical Trials Directive is more likely to 

occur in less experienced institutions. Therefore a more comprehensive survey on the impact 

of the legislation on non-commercial trials is needed.  

 



�

A�E=#�1(+� ��
$���&����� � ���

� � �

A very important component of the academic clinical research activity is represented by 

clinical studies on medical devices, randomised surgery and radiotherapy trials, multimodal 

trials, diagnostic and imaging studies, genotype-phenotype studies, blood and tissue 

collection, biomarker studies, physiology and pathophysiology studies, and observational 

studies. These categories of clinical research are not covered by the Directive 2001/20/EC 

but partly by national legislations in some EU countries (not in others), with highly variable 

requirements. It was reported that the transposition of the Directive into national laws had an 

indirect effect on this legislative framework, and likely resulted in an even more divergent 

system, increasing the difference between the countries with patient-centred and those with 

product-centred laws (11). This has to be assessed through metrics on these research 

activities at both the national and the EU level. 

Competent authorities, pharmacovigilance, monitoring, infrastructure and funding 

 

The EU CTD had a major impact on the structure, procedures and activity of most of the 

national competent authorities, leading to the need of additional resources and the charging 

of a fee to the sponsor for clinical trial applications and substantial amendments. In turn the 

competent authorities can provide a lot of valuable and measurable information on clinical 

trial activity (number, type, timelines, patient enrolment, substantial amendments, SUSARs, 

etc…).  

 

As the Directive was implemented in a different way in the different EU Member States, 

varying practice in competent authorities and in the dialogue with the ethics committee 

resulted in significant differences in clinical trial application procedures (for instance, whereas 

the parallel submission by the sponsor is the rule in most countries, Hungary uses a one-stop 

shop approach in which the competent authority, not the sponsor, interacts with the central 

ethics committee).  

 

As the staff and budget capacities vary in the different competent authorities, the 

management of SUSARs notified to the competent authorities, their practices to support 

MedDRa coding and to send electronic notifications to the EudraVigilance database differ. In 

addition, the EU Member States’ requirements for dissemination of SUSAR information 

varies and thus the impact of these processes on patient protection will be of interest. 

 

Some countries develop strategies for cost-effective, risk-based monitoring in non-

commercial trials, and some provide logistic and financial support to this monitoring activity 

for investigator-initiated studies. This project will investigate the impact of these different 

approaches on data quality, costs and patient safety. 
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Increased responsibilities of the investigator-sponsors, increased workload and GCP 

requirements for the investigators led to foster the development of the national infrastructure 

for clinical research: clinical research centres, clinical trials units (12), national networks (13), 

and EU-wide infrastructures networks (14) or disease-oriented scientific networks (15-16). In 

addition, initiatives were developed to facilitate the conduct of industry-sponsored trials in 

some countries (the UK Clinical Research Collaboration, the CeNGEPS in France). This 

indirect impact of the Directive, tending towards professionalism and a rational structuring of 

clinical research activity, has also to be considered in this survey.   

 

Of course, structuring the support to clinical research and meeting the quality requirements 

results in extra costs for both industry and academic sponsors. As a result, academic 

researchers claimed for public funding to clinical research (17), and in the recent years some 

opportunities arose at the national level, including initiatives from the Italian competent 

authorities, from science ministries in some countries (e.g. Germany), and health ministries 

in other (e.g. France). Simultaneously the FP7 health priority funds some clinical trials, 

whereas the Innovative Medicine Initiative will also support biomarker studies and post-

marketing safety studies. This project will aim to find out whether the current funding practice 

is matching the costs required by the new regulatory environment. 

 

Ethics committees, protection of participants and transparency of study results. 

 

The impact of the Directive on the ethics committee was major as it requires delivering a 

single opinion in each EU country. However, this was implemented in very different ways in 

the EU Member States, and often the single opinion still requires multiple submissions of 

information and review as well as extended delays (18). Differences in the interaction 

between ethics committees and competent authorities, in processes,  composition, training, 

fees, number and activity of ethics committees, in their independence, and in the cultural 

context of ethical review result in major discrepancies between countries in protocol and 

patient information requirements, review timeframes, costs and acceptability for a single 

protocol (19) in a multinational study. Moreover, ethics committees and sponsors complain 

about the workload due to the useless notification of SUSARs. Compilation of all existing 

information and an additional survey in this project will help clarifying the impact of having 

different national ethics committee systems on clinical research in Europe. Finally, 

information gathered from ethics committees will provide the other surveys with metrics and 

a lot of valuable information on the number and type of studies conducted in EU countries.  



�

A�E=#�1(+� ��
$���&����� � ���

� � �

 

The EU Directive was designed to improve the protection of participants in clinical research. 

This point will also be assessed by the survey, with the involvement of both ethics 

committees and patients associations. However, national legislations still differ in the 

protection of vulnerable populations (e.g., the waiver of consent in emergency care is 

possible in some countries, not in other) (20). Finally, the indirect impact on transparency will 

be explored: data collected by national competent authorities or by EudraCT may be used to 

promote an EU clinical trial registry. Other approaches like the new French legislation 

requiring the sponsor to inform the participants on the overall outcome of the study will be 

compiled. And finally, the EU CTD’s impact on speed and comprehensiveness of study result 

publication will be explored. 

 

Outputs from ICREL 

 

This work is expected to help improving Europe’s attractiveness and competitiveness for 

clinical research by delivering the facts for proposing pathways for improvement of the 

clinical trial environment in the EU, allowing better balance of high level of patient protection, 

optimal use of safety information, high quality and credibility of data, with minimal cost and 

workload for investigators, sponsors, ethics committees and competent authorities, for both 

national and multinational studies in the EU. Together these improvements should increase 

the competitiveness of the academic EU clinical research and its attractiveness as a place 

for commercial clinical trials compared with emerging investigation sites in Eastern Europe 

and in Asia-Pacific (21).  

 

**************** 
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Box 1 
 
History of the EU Clinical Trials Directive 

One of the consequences of the Nuremberg trial (1947) was a statement on the need to 

collect informed consent prior to the participation of human beings in biomedical research 

experiments (22). This principle was enlarged and refined in the Declaration of Helsinki 

(1964) and its various revisions, and adopted as a standard for clinical trials on medicinal 

products run by drug manufacturers for registration and post-marketing purposes. Based on 

a harmonisation agreement covering the three main geographic areas where clinical 

development was prominent (European Union, United States of America and Japan), the 

International Conference on Harmonisation (23) good clinical practice guideline (ICH-GCP-

E6) from 1996 defined the standard for all type of clinical research (“The principles 

established in this guideline may also be applied to other investigations that may have an 

impact on the safety and well-being of human subjects”) (24) but only adopted by industry as 

a standard for commercial trials. But whereas drug regulatory agencies required compliance 

to ICH-GCP in trials intended for submission to competent authorities, there was no 

mechanism of enforcement for compliance to ICH-GCP in non-commercial trials. The ICH-

GCP guideline was implemented in the context of clinical trials for marketing authorisation of 

medicinal products. Clinical trials on medical devices for registration purposes have to follow 

the ISO14155. However, no requirement existed to enforce the implementation of the 

Helsinki principles and to ensure appropriate protection of participants in non-commercial 

clinical research.  

 

During the 80’s and 90’s, some countries developed national legislation to enforce protection 

of participants in all categories of clinical research. For instance the pioneering Huriet Law 

(25) in France (1988) covered the participation of patients and healthy volunteers in any 

‘interventional’ clinical research (defined as therapeutic interventions, but also as any 

invasive investigation), requiring a sponsor responsible for the study, an insurance coverage, 

an approval by the ethics committee, a collection of informed consent, a notification to the 

competent authority, and a mechanism for adverse event reporting. Other laws in other 

countries also resulted in an improvement in the protection of participants; however the type 

of clinical research covered by these laws and the nature of the protection widely varied 

between countries. Some countries developed legislation centred on the patients, with an 

equivalent level of protection in any type of biomedical research, whereas other countries 

adopted legislation centred on the product, focusing on the credibility of data used for 

registration purposes, and in which the protection of participants is restricted to clinical trials 

on medicinal products (and often on medical devices) (11). This resulted in major challenges 
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for drug manufacturers involved in multinational studies in the EU, and also for academic 

institutions conducting clinical trials: for instance, a randomised surgery trial will require in 

some countries a sponsor, a liability insurance for trial-related harm to study participants, a 

submission to ethics committees and to a competent authority, and the reporting of adverse 

events, and nothing in some other countries. The situation is similar for radiotherapy (with for 

instance a specific legislation steered by the Ministry of Environment in Germany), and for 

non-therapeutic clinical research. 

****************** 

 
Box 2 
Four major problems with EU CTD implementation: 
 
1 -The fact that the clinical trials legislation was established as a Directive required 

transposition of its principles into national legislation. Since most of the EU countries already 

had their own legislation and practice before the adoption of the Directive, their interpretation 

of the Directive and the changes brought to the national legislation were highly dependent on 

this pre-existing framework. As a result, the harmonisation target was partly missed for 

clinical trials on medicinal products.  

 
2 - Due to the structural singularities of the European Commission it was in the remit of the 

Directorate Enterprises to implement clinical trials legislation, and thus the scope of the EU 

CTD centred on the product, failing to protect participants in clinical research other than 

clinical trials on medicinal products. However, several EU Member States choose to 

implement the EU CTD in their new clinical research legislation with a wider scope than the 

Directive’s. And as the revision of the national legislations covering other types of clinical 

research was performed without any EU coordination this process resulted in totally 

divergent systems. For instance, France extended the system recommended for medicinal 

products to all ‘interventional’ studies (requirement for a sponsor, insurance, approval from 

ethics committees and competent authority, definition and notification of SUSARs), while 

other ‘patient-centred’ legislations only rely on ethics committees for the protection of 

participants in the same studies. Other countries adopted ‘product-centred’ legislations 

covering only health products (drugs and devices) or only drugs (a strict translation of the 

Directive). Especially the performance of large multi-national clinical trials suffers from this 

lack of harmonisation.  

 
3 - In an attempt to achieve the same quality standards for all types of clinical trials with 

medicinal products almost similar requirements for all types of clinical trials with medicinal 

products were introduced. The Directive does not consider the different categories of clinical 

research performed by the commercial (registration studies on new treatments) vs. the non-
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commercial sponsors (mostly studies comparing treatment strategies and combinations 

using marketed drugs, or exploring the potential for new indications). Using similar rules and 

requirements for all types of studies reportedly leads to major obstacles to academic 

research (26-28), whereas it was discussed that case-by-case, risk-based strategies taking 

into account the hazard to the patients and the hazard to public health would probably help 

ensure quality and protection with less administrative burden and lower costs. A guidance 

document on non-commercial trials (as stated in recital 11 of the Directive 2005/28/EC), 

open to public consultation before 1st October 2006 and still awaiting publication, as well as 

Q&A documents, were drafted to dampen this effect. But this concept of specific modalities 

for ‘non-commercial trials’ is challenged by the academic community as data from these trials 

would not be accepted for registration purpose. In addition, the increase in sponsor’s 

responsibilities and tasks was not a major obstacle for big pharmaceutical companies, but 

SMEs including small biotechnology companies, face major difficulties in acting as a single 

sponsor on the EU level for their commercial trials, mostly early proof-of-concept trials, often 

in rare diseases. Also multi-national non-commercial trials are difficult to organise in an 

efficient way because a sponsor based at an academic institution in one EU Member State 

has not the institutional coverage to take over legal responsibility for clinical trial activities 

performed at an academic institution in another EU Member State. In addition, in different EU 

Member States academic investigators do not have at all the legal coverage to play the role 

and endorse the responsibilities of a sponsor according to the requirements of the EU 

Clinical Trials Directive. 

 
4 - Several of the EU CTD-related requirements were reported to have led to an increase in 

administrative tasks for all stakeholders leading to a need for increased resources with the 

related cost generation, delays in study preparation and performance and the danger of 

reduced protection of the trial participants as ethics committees reported to have reduced 

capacities to cover their patient protection responsibilities due to overwhelming 

administrative tasks, especially in the area of expedited safety reporting. 
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