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Taking forward reform of the EU Clinical Trials Directive
Introduction

Implementation of the Clinical Trials Directive (O], intended to harmonise
authorisation of EU clinical trials on medical punts, has been controversial. The
accumulating evidence shows that the CTD has @etemcademic clinical research.
Following publication of the Federation of the Epean Academies of Medicine
(FEAM) StatementOpportunities and Challenges for Reforming the Elinical Trials
Directive: an Academic Perspectivei 2010, FEAM organised a discussion event in the
European Parliament on 25 January 2011 to engamjehsilders from academia,
industry, other research bodies and patient intep@aips with representatives from the
European Commission and Parliament. The objectiare to share perspectives on the
key issues and explore options for change.

Professor Janos Frihling (FEAM) provided backgroinfdrmation on the goals and
practices of FEAM, which brings together the natiioAcademies to advise the political
and administrative authorities of the EU on mattessicerning medicine and public
health. FEAM has a very active and wide-ranginggpeonme of work: in addition to the
CTD initiative, FEAM is currently engaged in acties on mental health policy, genetic
testing and personalised medicine, human and animedtious disease, and medical
education, in part in cooperation with the EuropAaademies Science Advisory Council
(EASAQC).

Making the case for CTD reform

Cristian Silviu Byoi MEP, hosting the meeting, emphasised that matltnal clinical
trials are essential for better healthcare andrésgarch should be strongly supported in
the EU. Reinforcing the messages from the FEAMegtant, Dr Cristian S. Boi
observed that the CTD has become burdensome faugareasons that include lack of
standardisation and clarity of function in regutgtauthorities and ethics committees. A
major objective for improving the CTD is to intramiu a risk-based, more flexible
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approach to regulation. There is political will ieform the CTD but the key messages
need to be disseminated more generally to MEPgukthe relative few with a medical
background.

Professor Francoise Meunier (European OrganisdtiorResearch and Treatment of
Cancer, Belgium) described how academic clinicakaech is vital to inform all of
medical practice and allow best use of the inelytdbmited healthcare budgets,
optimising new therapeutic approaches and undergnmedical training. However,
presently less than 5% of patients and doctorfiegnBU patrticipate in clinical trials; if
higher participation is to be encouraged then @ssential to reverse the deterrent effect
of the CTD on clinical research.

In identifying themes that would recur throughobt tmeeting, Professor Francoise
Meunier highlighted Streamline, simplify, harmonisas the key desired elements for
CTD reform. However, this reform must also be aceanied by other actions to
improve the clinical research environment in the Elparticular new funding to support
investigator-driven trials and new models for cotieative research.

Dr Stéphane Berghmans (European Science Found&iance) reinforced the critical
importance of coordinating action in support ofreasing funding, streamlining CTD
authorisation and adopting a risk-based approagbrdportionate regulation. Evidence
was presented to document the negative impact &f @plementation on length of time
taken for trial approval and start-up, resultinghe withdrawal of prospective EU sites
from global collaborative trials.

The OECD Global Science Forum is currently exangrtime issues for clinical research
regulation, infrastructure and education in ordedéfine ways to promote cooperation in
international non-commercial trials. Elucidationtbis global perspective will be vitally
important, both to feed into EU thinking on CTDaweh and to facilitate EU involvement
in future global trials.

Professor Hubert E. Blum (FEAM and University oeiburg, Germany) also furnished
evidence to illustrate the history of European sgsedn medical research, and the pivotal
role of trials in those accomplishments, notingttira 2004 FEAM has warned of
potential problems for academia if the CTD was &ggbinflexibly. These concerns had
been substantiated, as described in the FEAM 20&fer8ent, without any good
evidence that the CTD had brought improved patpeatection or ethical soundness of
review. Substantial, urgent and coherent actionois needed to reform the CTD. The
key issues for attention include: (i) Clarifyingettroles of Ethics Committees and
National Competent Authorities (NCAS); (ii) Tackliruncertainties and inconsistencies
in the operation of the CTD, for example with refjw reporting of safety assessments,
amendment of protocols during the trial, arrangemér sponsorship and insurance; and
(i) Identifying how a risk-based approach couleésb be introduced while also
encouraging trials in special populations suchgsaediatrics.
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The European Commission’s plans for revision of @ED and support for clinical
research

Mr Stefan Fihring (DG Sanco) presented recentssitaiin support of points made in the
FEAM Statement. The number of clinical trial apptions declined from 5,000 in 2007
to 4,100 in 2010 and the number of patients ardtegh to be recruited into those trials
dropped from 530,000 to 350,000. It is accepted the CTD has increased the
bureaucratic load and costs without successfullynbaising practice but, in agreeing
with points made by the previous speakers, Mr &té&fidhring observed that the current
clinical research problems are attributable not jagshe CTD but also to weaknesses in
research funding and infrastructure.

What is the solution? In the short-term, the Euamp&€ommission is responding to
improve operational functioning of the CTD, for exale by revising the rules for safety
reporting. In the longer term, the solutions pragabby FEAM and others provide a basis
for legislative action in the EU, as part of thenato create an improved global
environment. The Commission’s legislative propasatxpected in 2012 and will then
involve the European Parliament and Council of Bteis. However, Dr Cristian S.
Busoi advised that it is highly desirable to infornrlRamentarians of the key issues well
in advance of the formal proposal and many in ateal@nd elsewhere feel that there is a
strong case for accelerating the timetable forrrafo

Dr Ruxandra Draghia-Akli (DG Research) observed tha EU is behind its major
competitors in terms of the proportion of fundirlipeated to medical research. Looking
forward to Framework Programme 8, Dr Ruxandra Dieglkli agreed that there must
be increasing commitment in support of investigakawven clinical trials,“biomedical
research should be given the place it needBG Research identifies particular
opportunities for its support in clarifying risk4ed approaches, particularly in complex
studies with multiple therapies and in rapidly awhiag areas such as personalised
medicine.

Panel discussion on opportunities and challenges

The chairmen of the Panel discussion, ProfessombDerKelleher (Trinity College
Dublin, Eire) and Professor Dragos Vinereanu (RaamanAcademy of Medical
Sciences) invited further stakeholder perspectiolesthe key themes relating to the
critical importance of investigator-driven clinicalals, the negative implications of the
CTD in current activity and the potential valuetaking a new, risk-based, approach.

» Patient perspective Mr Jan Geissler (Patvocates) agreed that headthca
improvements come from both academic as well asising research and
welcomed the FEAM commitment to catalyse a broadudision. The bottlenecks
attributed to the CTD -for example, in slowing aretlucing trial recruitment,
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leading to the delay of producing meaningful resuit trials - are not in the
interest of patients. Patients with life threatgnthseases need good progress in
research in Europe. It is important that patieméskaeing involved in progressing
the reforms, not least by contributing their peta®ys of risk to the consideration
of the options for risk-based approaches.

Industry perspective Dr Christiane Abouzeid (EuropaBio, the European
Association for Bioindustries, and BIA) also weloednthe intention of the
meeting to bring together all stakeholder perspestion how to make Europe
more attractive for clinical research. Industryrelsamany of the points made by
the Academies regarding the need for clearer dmfimi of roles and
responsibilities of NCAs and Ethics Committees, nf@misation of data
requirements, proportionate to the protection ef ghfety and well-being of trial
participants and the imperative to pilot reformsd@monstrate what can work,
before widespread implementation.

Newer Member State perspective®sofessor Vytautas Basys (Vilnius University
and Lithuanian Academy of Sciences) and Professord® Kerpel-Fronius
(Semmelweis University, Budapest, Hungary) reportau their academic
experience. When introduced in 2004, the CTD waésalily seen as helpful for
those countries with less established traditionslimical trial research but now
the newer Member States share the general pengpeitiat CTD reform is
essential if their national research endeavourdaadevelop. It is acknowledged
that individual countries have their own needs todarnise their clinical trial
assessment procedures, for example to create malesad ethical opinion, and
there are often major issues for upgrading resemfchstructure. Nonetheless,
there are also areas where there is significanorbypity for the European
Commission to display leadership, for example mgldest use of the research
infrastructure network, ECRIN, to share best pcacéind build research capacity.

Other issues for improving the clinical researchimmment

Professor Andrzej Gorski (Polish Academy of ScisficBbcused on raising ethical
standards, in particular with regard to opennesseporting clinical protocols and
outcomes. As discussed in the FEAM 2010 Statentkete are new opportunities for
enabling access to information on clinical studresegistries and these would help to
maximise the value of research investments alreadygle. Although construction of
databases and trial registries was often concdivdsk a responsibility for action at the
national level, Dr Ingrid Klingmann (The Europeaar&im for Good Clinical Practice
(EFGCP)) proposed capitalising on those stakehadetacts already made as part of the
efforts for CTD revision in order to seek pan-Ewgap coherence for improving other
elements in the clinical research environment.

Professor Juan Tamargo (Universidad ComplutenseitMadd Real Academia Nacional
de Medicina, Spain) returned to the importancedofcation and training, recommending
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that the Academies should become increasingly edtivanalysis and advice regarding
European objectives. This suggestion is very timelyiew of the forthcoming FEAM
annual meeting session on medical education.

In conclusion, all participants at the meeting agréhat it is urgent to resolve the issues
identified in order to improve the functioning dfet CTD and clinical research more
generally. The concerns expressed by academiaharedsby patients and industry and
the current problems also endanger the trainingfubiire researchers and future
innovation.

The FEAM initiative has been welcomed within thadpean Commission and European
Parliament. However, there is much more to be done:

* To communicate the messages to all opinion-leaaedsdecision-makers in the
European Parliament, Commission and Council of 8fams.

* To enlist the help of successive Presidencies ofdeuncil to accelerate the pace
of reform.

In earlier discussions about the CTD organisedthgrs, it was notable that debate was
dominated by a relatively small number of Membeat&t - not surprisingly, those who
were most active in leading multinational studiBat the issues encompassed by CTD
reform and the associated needs for building Ebiadi research are relevant to all EU
countries. FEAM has demonstrated that it is wedlepd both to draw on the experience
of Academies in many Member States and also togengdth all interested parties
outside of academia. FEAM accepts its continuirspoasibility to use this experience in
generating independent, evidence-based adviceeasdilse of medical science and to
communicate the strong messages in a coherent want®nal and EU levels. As
Professor Janos Fruhling (FEAM) stated at the atdsbe meeting, we need a European
solution not merely an aggregation of individualiomal views.

Dr Robin Fears, FEAM, 17 February 2011
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The Federation of the European Academies of MeglighEAM) was founded in 1993 in
Brussels with the objective of promoting cooperatietween the national Academies of
Medicine and of extending to the political and auistrative authorities of th
European Union the advisory role that the Acadereircise in their own countries on
matters concerning medical sciences and publicthe&ince 31 March 1995, FEA
has enjoyed the civil status of an internationad@asation with a scientific objective. As
an umbrella organisation, it brings together natdrAcademies of thirteen European
member states (Austria, Belgium, Czech Republianée, Germany, Greece, Hungaty,
Italy, Portugal, the Netherlands, Romania, Spaid #ime United Kingdom) and aims [to
reflect the European diversity by seeking the wewilent of additional Academies and
experts in its scientific activities and by collagtng with other pan-Europea
networks on scientific matters of common interest.
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