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1 Presentation of the EDDH network

The aim of this initiative — a partnership betwaepublic body and a foundation with recognised jubl
interest status — is to createlaster of excellence in clinical researchwith the declared ambition of
becoming a major national and international player.

Based in the Clinical Investigation Centre (CIC 8606f Nancy Teaching Hospital, the EDDH started
its activity at the end of 2007, taking over thdiah activities of the academic Clinical Research
Organization of the CIC. This structure, under #megis of the Fondation Transplantation, is a
consortium of various established entities (cardsoular CICs, network of hospital and independent
cardiologists in France, GICIPI, etc.). Its opeya#l objective is to utilize their complementaratieres
and increase their critical mass to develop a ipgtiermance clinical research platform.

The EDDH is thus a national network with two depants, one for cardiology, the other for
neuropsychopharmacology, which have operated deparfar several years. The association of these
two components will make it possible to pool indival expertise and skills and enhance recruitment
potential.

2 Creation of the EDDH

The cardiology department, which runs a networknational investigators and the network of
cardiovascular CICs, has gradually developed aratedCIC Nancy since 2002, in parallel to the
neuropsychopharmacology department.

The association of the two departments, under dgsaof the Fondation Transplantation, has been
operational since January 2008.

3 Objectives of the EDDH network

The objectives of the EDDH network are to:

» develop and coordinate clinical and therapeuticeagsh programmes for industrial and
institutional promoters, both private and publiom® jointly with public research bodies and
academic research departments.

» produce work on drug efficacy and safety, and oblipthealth issues, including impact on the
quality of life of the population.

» provide education and training for personnel anvestigators.
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5 Services offered by the EDDH
5.1 Academic Clinical Research Organization (CRO)

The EDDH acts as a service provider, drawing oreperience and skills of the CIC Nancy. Over the
past five years, this entity has deployed an acad@RO activity and coordinated several national an
European-scale multicentric protocols.

The CIC has the capacity to offer the same seryvlmath nationally and Europe-wide, as private-secto
CROs, namely:

- Assistance or submission to competent autherdrebehalf of the promoter.

- Creation of trial documen{€RFs, project management plan, clinical monitorpign, etc.)

- Sourcing investigator centres and carrying easibility studies.

- Managing investigator centres in both adminigirat(setting up centres, management and
payment of extra costs and investigator Yeasd trial follow-up (monitoring, research
technician to assist the investigator).

- Implementing a patient recruitment stratggyoactive recruitment, poster campaigns, press
announcements).

- Managing subcontractor&entral laboratory, local laboratories, patientainsport services,
etc.)

5.2 Logistic platforms

As part of its activity as an academic CRO, CIC &acan draw on logistic platforms.
5.2.1 The Clinical Investigation Centre, Nancy

The CIC Nancy was created in February 1995. Inisnaestigation facility, with a team of scientists
and professionals specifically dedicated to clihicasearch. Its main areas of expertise are
pathophysiology, pharmacology and clinical therdigsuproof of concept and Phase I-1ll clinicahtsi.
The CIC is plurithematic, but the cardiovasculamd@, metabolism and nutrition are among its core
competencies.

In its own structure, the CIC Nancy has facilities cardiovascular investigations (cardiac and uksc
echography, echodoppler, ANAPRES, FINAPRES, measemé of compliance, distensibility and
arterial diameter, measurement of intima-mediaktiess, etc.), respiratory investigations (FRE, NIOX
nitric oxide test system), and investigations dafepl disorders (polysomnography, measurement of
ventilation parameters, thoracic and abdominal mmergs, thermocouple (nasal air flow), oesophageal
probe for measurement of intrathoracic pressui@) &gether with a biological resource centre. In
addition to its own facilities, the CIC Nancy hasvipeged access to the clinical research platfoahs
the Nancy University Hospital.



5.2.2 The Clinical Investigation Centre, Clermont-Ferrand

The CIC Clermont-Ferrand is a platform of particuilaterest for phase | protocols, which can be
entrusted to the EDDH network.

The CIC 501 at Clermont-Ferrand was set up in Jg2@05.
This CIC is supported by two clinical research dtes: the Clinical Pharmacology Centre of the
University Hospital and the Clinical Cancer Reskadyait at the Jean Perrin Cancer Research Centre.

This Centre has the monitoring and emergency fedlirequired to study the action of new chemical
entities in humans right at the start of their ictah development (Phase | trials). Its capacityO(fi, 18

research beds and five functional exploration atafi, makes the CIC well-equipped for carrying out
pharmacokinetic and (or) pharmacodynamic studieseerral dozens of subjects on a short time scale.

5.2.3 The network of cardiovascular Clinical Investigation Centres

In April 2003, INSERM set up a national network @ICs. The CIC Nancy is the coordinator of the
network of cardiovascular CICs.

Given the experience of the CICs and their protessdioutlook, this network offers a national logist
platform that the EDDH can call upon for its mudtntric industrial trials.

Coordination is headed by Prof. F Zannad.

5.2.4 The network of Clinical Research Assistants and Giiical Trial Technicians

In the last three years the department of cardioloigthe EDDH has been working jointly with a
national network of independent Clinical Researdsigtants and Clinical Trial Technicians. These
service providers work in compliance with the stmadoperating procedures developed by the CIC
Nancy, and are trained and experienced in its preamethods of patient recruitment.

A network of about 30 Clinical Research Assistartd Clinical Trial Technicians has thus been set in
place throughout France and its overseas terrstoA# these informations are included in a databas
declared to the CNILCommission National de l'informatique et des ligst.

5.2.5 Access to investigators trained in clinical reseatt
5.2.5.1 Network of psychiatrists
The GICIPI is an association, created at the en2006fL and officially registered on 30 January 2002,

that groups a total of 53 independent and hospitastigators among the most active and experienced
in Phase Il and IIl industrial trials. The associatalso provides training for investigators.



5.2.5.2 Network of cardiologists

The CIC Nancy has succeeded in creating its ndtioméwork of investigators grouping 300
independent and teaching hospital cardiologist¢epoall over France and its overseas territorids. A
these informations are included in a database aetld#o the CNIL"Commission National de

l'informatique et des libertés"

These investigators are all conversant with clintegsearch and have all worked with the CIC. They
therefore know the site and its administrative pcas, which is essential for the operation of atiee

Generally, whenever possible and with the prom®gssent, the CIC Nancy endeavours to encourage a
partnership with the network of Clinical Researcip&visors and Clinical Trial Technicians described
above.

5.2.5.3 Network of general medical practitioners

This network, set up in 1985 and headed by ProinZd, initially grouped general medical
practitioners to respond to the numerous researctogpls based on health disorders encountered in
general medicine rather than in hospitals. Latewas reshaped around the CIC Nancy, under the
guidance of Dr Boivin, a general practitioner atiedt to the CIC, and extended to independent
specialists. It currently groups 600 general ptiacters and specialists in the Lorraine region.

This network works in partnership with other similzetworks of independent GPs grouped around
CICs and SMOs in France.

5.2.6 CeNGEPS support

The EDDH responded to the CeNGEPS call for projects'®&upport for investigation networks in
industrial clinical research".

The presentation of our expertise, results and @onki earned CeNGEPS support through a specification
for "investigation networks".

5.3 Quality assurance at the EDDH

5.3.1 The EDDH quality management system

The EDDH quality management system is based ondinagtloped by CIC Nancy, which has just been
reviewed and validated by external audit and hasnb&dapted to the specificities of the project
coordination

5.3.2 Training

The quality of the work performed by the EDDH netlwvdepends on the training of the personnel of
the centres who are involved in the trials, inahgdihe investigators.

For each protocol, the EDDH sets specific trairsogemes. In addition, the EDDH undertakes to draft
a detailed operating manual for every protocol wiesis not supplied by the promoter.



5.4 Recruitment strategies developed by the EDDH

5.4.1 Feasibility study

For greater efficiency, the EDDH systematicallyriggr out a feasibility study on its investigatoos f
every protocol.

This study is necessarily based on a verificatiothe patient potential of the centre through aaptive
inspection of the investigator's patient files. S'ktudy means that a centre can be set up onhgeif t
centre has the patient potential. A tested, opmratiPOS is specifically dedicated to this aspect.

The GICIPI network, affiliated to the EDDH, hasafdeveloped a shared software tool that meets HAS
standards for psychiatric patient files and FDA CF&t 11 for computer files. This software can be
used by the two EDDH networks.

5.4.2 Recruitment strategy
The EDDH offers all its investigators active assiske in finding patients.

They can be sourced through patient files, consoitaeports, discharge notes and examination t€sul
via either electronic or paper-based media. In ¢hse of a paper media, the search can be done
manually by the Clinical Trial Technician under tlesponsibility of the investigator and in their ow
patient files. If the media is electronic, it cam dione using a search engine, which the investigato
install and use directly on any computer.

The search can if necessary be facilitated by aotgghe Department of Medical Information for
hospital investigators. The search is based on RiM8&s. After a request by the investigator made to
the hospital’s Department of Medical Informationslzortlist of eligible patients is drawn up. One or
more research technicians are then instructed doclsdfor patient files that meet the trial selettio
criteria.

5.5 The partners of the EDDH

As part of its academic CRO activity the CIC Nar@s had the opportunity of working jointly with
structures identical to its own, including Duke igmsity (wwwduke.edu), STICARES
(www.sticaresinteract.com) and others.



6 Dissemination of Knowledge and training

EDDH participates to the teaching of "DIU FARC, rfation des attachés de recherches cliniques”,
located this year in Nancy and Strasbourg.

EDDH is implicated also in the teaching of Mastagdnierie de la santé at Montpellier.

7 Commitments of the EDDH — performance evaluation
The EDDH network undertakes to evaluate its perésroe for each protocol on the following criteria:

Network development

- Number of new investigators
- Number of approaches by promoters

Protocol administration

- Time between first contact with promoter and fE&DGH budget estimate.
- Time elapsed before signature of the agreement.
- Time to mobilize the centréfrom the day the contract is signed to the daycémre is set up).

Protocol feasibility

- Time between the first contact with the promotet Hre estimate of the capacity of the EDDH
(number of investigators participating, number afignts who can be included, time needed for
inclusion of these patients).

- Number of EDDH refusals due to insufficient patipotential.

Protocol recruitment

- Time between set-up and the first patient inclusareach centre.
- Number of patients included relative to the numtianned.

Quality

- Number of wrong inclusions.
- Number of queries per patient.
- Survey of promoter satisfaction.

A performance report will be drafted yearly andtsenthe investigators participating in the various
protocols, together with any actions that neededaken to improve items with low performance. This
report will also be made available on-line on ti#CH website so that promoters can consult it.



