BN GLOBAL FORUM

.i‘ UBithiiR ch

I.GCR\D

RUCTURES NETWORK

|A-Integrating Activity

Assaigs clinics sense interés
comercial per a respondre a
necessitats mediques no cobertes

Xavier Carné MD, PhD

www.ecrin.org

CLINIC

BARCELONA

. . . . Ciutat de Mallorca, 2017, Barcelona
Hospital Universitari

S TN WORK



[ ) .
B <CRN Need for non-commercial

\\\\\\\

|AIntegrating Activity trials

* Important research questions of interest to society that
will never be answered by industry (no commercial
interest).

e Examples
* Pragmatic comparative effectiveness
* Repurposing of older drugs
* Drugs in pediatrics and orphan diseases
* Medical devices including diagnostics

e Areas not owned by industry (surgical techniques, life style,
psychotherapy, population screening, ...)
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Health outcomes

Survival, Qol, ...

Trial participation

4

Efficiency

Competing trials Self supporting

Infrastructure/network

Attracting industry

Free-rider

Time
Stimulating EBM

Access comparator
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- GCR|ﬂ Definition of low-intervention trial in the EU

IA- Integratmg Activity Regulation:

It is a clinical trial in which:

e The IMPs are authorised &

 The IMPs are used in accordance with the marketing
authorisation; or

* Itis evidence-based & supported by published scientific
evidence &

* The additional diagnostic or monitoring procedures do not
pose more than minimal additional risk or burden
compared to normal clinical practice
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Collaboration trend
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| Atal Chomali, L Trinquart, R Porcher, P Ravaud INSERM U1153, Team METHODS, Paris, France



European collaborative distribution

Industry—funded single—couwntry trials Mon-industry single—country trials

-

Humber of clinical trals per 1 million inhabiants

| Atal Chomali, L Trinquart, R Porcher, P Ravaud INSERM U1153, Team METHOQDS, Paris, France



European collaboration network

Non-Industry funded Industry-funded

100 400 800 1200 2000 4000

NMumber of clinical trials

| Atal Chomali, L Trinquart, R Porcher, P Ravaud INSERM U1153, Team METHQDS, Paris, France
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Roadmap 2008
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A pan-European
infrastructure for
clinical research in

any disease area

Make Europe a single area
for clinical research

Pan-European, distributed infrastructure
providing coordinated services to
multinational clinical research in
Europe:

- access to patients and to expertise
throughout Europe

- despite the fragmentation of health,
legislative and funding systems

- support to investigators and sponsors in
multinational studies




P ESFRI Roadmap Research infrastructures
Biological and Medical Sciences

"» BBMRI

Roadmap 2008

- , r* b g
‘ EBBMR' - Biobanks EATRIG /oo i
2006 EATRIS - Translational research facilities .
ECRIN - Clinical trial platform B ECRIN

ELIXIR — Data repositories
Infrafrontier - Mouse archives and clinics

INSTRUCT - Structural biology facilities

EMBRC - Marine biology resources

2008 ERINHA - High-security labs . )
EuroBiolmaging — Imaging facilities 3 EURO-BIOIMAGING
EU-Openscreen - Chemical libraries EU-OPENSCREEN Ul

ESFRI ROADMAP 2004

ANAE - Analysis and experimentation on ecosystems

2010 ISBE - Infrastructure for systems biology
MIRRI — Microbial resources
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P ECRIN-RKP (2004-2005)
G{Zé? identifying bottlenecks

ECRIN-TWG (2006-2008)
'O developing know-how

ECRIN-PPI (2008-2011),

_% building the infrastructure and supporting
o pilot multinational trials

ECRIN-ERIC (2013->)

[]
B CCRIN operating the ESFRI-roadmap
infrastructure for multinational trials

7 ECRIN-Integrating Activity (2012->16)

Expanding connections

PROGRAMME




N CCRIN

ECRIN-ERIC ECRIN-IA PROJECT
PARTNERS
MEMBER COUNTRIES
NEW COUNTRIES
FRANCE
GERMANY Czech Republic - MU
ITALY Iceland - Landspitali
PORTUGAL Luxemburg - CRP Sante
SPAIN

Morway - ST OLAVS
Romania - UMFCW

SCIENTIFIC PARTNERS Serbia - SMS
The Netherlands - UMCU
NON MEMBERS Turkey - DEU

Austria - MUW (for AtCRIN)
Denmark - RH {for DCRIN)
Finland- Finn-Medi
Hungary - HECRIN
Poland - MUW PL {for PolCRIN)
Switzerland — 5CTO

INSTITUTIONS

CIRM- Italy
ESPEN - Belgium
Eurordis- France

FCREB- Spain

INRA- France

IRFMN- Italy
* Qualissima- France
EU - EORTC UDUS- Germany
Ireland - MMI (for ICRIN) UniTransferKlinik- German

Sweden - Kl (for SweCRIN) VSOP- The Netherlands
LUK - UNIVLEEDS

AFFILIATE PARTNERS




How does ECRIN support

B cCRIN

|A-Integrating Activity

» Information and
consultancy during
the preparation of
the trial

* Information on regulatory —

and ethical requirements

* Information on sites and
participant recruitment

* Information on clinical
trials units

 Information on insurance

* Information on cost and
funding opportunities

* Information on
contracting

« Adaptation to local
context

multinational trials ?

Full protocol

Scientific
evaluation

Logistical
assessment

Contract
with sponsor

> Services during the
conduct of the trial

e Interaction with
competent authorities
and ethics committees

e Support with insurance
contracting

e Adverse event reporting
e Monitoring
 Data management

e Investigational medicinal
product management

e efc.
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? HOW TO USE THIS FLOOR PLAN

The chapel of the Langue of Castille, Leon and
Portugal
The chapel of the Langue of Provence
The chapel of the Langue of Aragon
List of Chapels The chapel of the Langue of Auvergne
The chapel of Our Lady of Philermos
The chapel of the Langue of Italy
The chapel of the Langue of Germany
The chapel of the Langue of France
The chapel of the Anglo-Bavarian Langue




CRIM Network of
European Correspondents

L Single contact point
L Hosted in national hubs

% Local relay in ECRIN 'O
|

activities

— structuring
« developing common tools
and know-how

— operations

* providing information and
consulting

 coordinating the support
and services



PART | EU

CT Dossier

ﬂ’rntncnl (therapeutic
benefit and public health)

* Risks and incnnueniencek
*IMP and AMPS

manufacturing and import
* Labelling
* Investigator Brochure

.

~

\’

ﬂ Informed Consent \

* Compensation

e Recruitment

e Data Protection

e Investigators and sites
idoneity

* Injury compensation

(Einlngical samples

v

/
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Risk-based Approach and Impact on
Assessment Timelines

—

v v {

chw-mt.erventlon clinical Other clinical trials Special Case:
trials (LiCT) (Phase I 1V) Advanced therapy
(Phase IV, PASS, PAES) ase clinical trials

10 days 25 days 30 days

post validation date post validation date post validation date

20



Stakeholders Meeting on the Revision of the Declaration of Helsinki

Monday, 26 August 2013
Washington D.C., USA

m cClIn

EUROPEAN CLINICAL RESEARCH INFRASTRUCTURES NETWORK

10/01/2018
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Research Ethics Committees & Informed consent

P 23: REC...transparent in its functioning...& must
be duly qualified

e P 23:..No amendment to the protocol may be
made without consideration & approval by the
committee

P 26: All medical research subjects should be
given the option of being informed about the
general outcome & results

e P 29:.When a potential....who is deemed
incapable of giving informed consent is able to
give assent....the physician must seek that assent
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Ratio of REC per million inhabitants

Number of ethics committees (EC) per inhabitants in 10 European countries
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Hungary

0,63

0,65

France Germany Sweden

Denmaridk UK Ireland Spain Austria Italy




Composition of Research Ethics Committees in 9 European
Countries

Proportion of ethics committee members

E Lay
W Experts
O Total

Number

.
B SCRN



Presentacion telematica de solicitudes referentes a
ensayos clinicos.

www.agemed.es Oficina virtual

Direccion |:§| itk v, agemed. esfhome, hkrm

m agencia espafiola de
" ol :m E‘Em mmgadicanﬁntns_y
v : : o @ AL LI E Enlaces Mapa Weh Contactar Buscar

Blsqueda de medicamentos
autorizados
ﬂl"umano .-'Lweteri"aria

' Guia de :
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venta de {iss
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por Internet

Catalogo de '
Almacenes |
Mayoristas :

== |1 Destacados
=" & ' : Presgntlacion ® Jornada sobre la investigacion con medicamentos en el Sistema
Archivo .' e 8 Hacional de Salud: directrices para estudios posautorizacion de
Informacion AGENCIA

% El Gobierno aprueba un real decreto para facilitar ¢l acceso a

i MEDICAMENTOS :
Informe ?ll;flf;;sb aif’. v eronuctos ILLUEE Grlpe medicamentos en situaciones especiales, 22 de junio 2003
M ens Ugl de Correo @ AL & Publicacion de la estrategia frente a medicamentos falsificados
al de Is AEMPS My 2008-2011, 13 de mayo de 2005
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ESPAROLA DE sobre la ;
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http://www.agemed.es/

Acceso a Oficina de Investigacion independiente.

Direccion @ hiktp: f feav, agemed. esfhome, htm

Bienwenidos Benwinguts Ongi etarri

2 MINISTERIC agencia espafiola de
' . . ggm ?,Em mmgadicunﬁnlna ¥
‘ : : ESPANA ¥ POLITICA . productos sanitarios Enlaces Mapa Wah

Contactar Buscar

Busqueda de medicamentos
autorizados
ﬂ humano Lveteri"aria

Cludadanos =~ .

______________________________ Campana ===~
p . = Prescripcion
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Acceso a Oficina de Investigacion independiente.

Bienvenidos Benvinguts Ongi etorri Benvidos Whelcome Bienvenue

Imicio  Mapaweb  Cortactar  Enlaces  Buscar  Imprimir A o

agencia espafiola de — - - - — -
EMhELR | Ciudadanos | Profesionales salud humana | Profesionales salud veterinaria | Industria |

HW ;lem . medicamentos y |

productos sanitarios

Inspeccion y Control de . .. .
T ey Investigacion clinica

Froductos Sanitarios,
cosméticos, higiene y
hi‘DEianlIIlllIll....

Investigacion clinica con medicamentos

o Ensayos clinicos con medicamentos de uso humano

o Inspeccion de Buena Practica Clinica v Hormas de Correcta Fabricacion (HCF) en medicamentos en investigacion

o Estudios post-autorizacion de tipo observacional con medicamentos de uso humano

_____________________________ Investigacion clinica con productos sanitarios - -

Feril de contratante . Ofl CI n a. apOyO a. Ia
_____________________________ o Punto de contacto, Comites Eticos, Hormativas, Instruccions

L[] LI 4 Vd =
Investigacion Clinica
_____________________________ “
- A A ~ T 4 =

GTooyPITEE S reraennnnenent® Independiente

Enlaces de interés

()ﬁ(:lll:‘i _“f Apgwealy urge.szlga.c.lon clinica independients
L 4

8 Centro Coordinador de Comités Eticos de Investigacion Clinica {CC-CEIC)
o Comision Europea - Ensayos clinicos

o Clinical Trial Facilitation Group

http://www.agemed.es/invClinica



Acceso a Formulario.

Inicic  Mspaweb  Cortactar  Enlaces  Buscar  Imprimir -4 Y

VINISTERO agencia espafiols de
¥ GOBIEANO DESAMCAD y L7 BEM | Ciudadains | Profesionales salud humana | Profesionales salud veterinaria | Industria |

medicamentos
‘,’DEM &m . productas sunitnrlgs
A

Inspece dny Contral de

Medicarentos Oficina de Apoyo a la Investigacion Clinica Independier F ormu I ar| O d e consu ItaS

Praductss Sanitarios,

o L EEEEEEN
cosmeticos, higieney t ‘.--"' "--...
. e LI LTI 5 Formulario para efectuar su consulta -
. . ‘
.‘ ......lllllll--‘-“
*

Eventosy Congresos pusdan, cuando sea necesario, recibir asssoria en aspectos tecnicos ¥ cisntificos de tipo regulatorio o en aspectcs administrativos v de onden practico.

La Oficina de Apoyo a la Investigacion Clinica Independiente == el purto de contacto en la AEMPS para gue oz investigadores v promatores

Feril de cantratante La investigacion con medicamentos s una actividad sometida & una regulacion exhaustiva en toda la Unidn Europea. Bl procedimierto para la
""""""""""""""" suUtorizacicn de un ensaya clinico, exigide por el Real Deereto 2232004, de 6 de Febrero por el que e regulan 10g ensayos clinicos con medicamentos,
ez un tramite que puede resultar especialments compleio para 103 investigadores del Sistena Nacional de Salud.

----------------------------- La Oficing e Spoyo faciita & oz invedtigadares del Sistema Macional de Salud su interaccion con & AEMPS v es el punto de cortacto para gue los
Articulos y Publicaciones investisadores v promotores de estudios no comerciales con medcamentos pusdan plartear consultas relativas 2

& Requiztos administrativos necesarios para realizar un esudio de investigan:ic'ln cliniza,

o Categorizacion de un estudio cor medicamentos como enzayo clinico o como estudio ohservacional.

* Documentscion necesaria pars |s solicitud de autorizacion de un ensayo clinico.

* Presentacion telematica de solictdes referentes a ensayos clinicas.

o La comunicacion de |og reacciones adversas graves e inesperadas que ocurran en el transcurso del estudio.

& Lgcomunicacidn de modificacionzs del protocolo una veziniciado &l ensayo clinizo,

» La fabricacion o acondicionamierto para el ensayo (g, reencapsulacian) de un medicamento en investigaciin, incluidas los placehos.
® El cumplimierto de laz normaz de Buena Practica Clinics.

¢ Cualguier otra duds de tipo regulatorio.

http://www.agemed.es/invClinica/oficinApoyo.htm



cceso a Formulario.

| Ciudadanos | Profesionales salud humana | Profesionales salud veterinaria | Industria |
: SRR i
=

Inspeccion y Contral de S
e Investigacidn Clinica

Froductos Sanitarins, . . ..
cosmeticas, higiene y Oficina de Apoyo ala Investigacion

hiocidas Clinica Independiente:

Formulario de Consulta

Perfil de cantratante Hombre': | ‘ Primer Apellido": | |
Emplea pdhklico Segundo | ‘ Titulo del provecto de | |
""""""""""""""" Apellido’: investigacion:
Becas
T — N BRI R | ‘ Promotor de la investigacion': | |
Articulos v Publicaciones investigacion: a :
Teléfono*': | ‘ Fax': | |
Correo | ‘
electronico*:

Descripcion de
Consulta':

(*) carmpos obligatorios
{(*1 Teldtono v Fax, formatn (e). 123456783)

(™IMNota Aclarataria; Para el correcto funclonarmiento de 1a consalta, se pecesita un cliente de corveo. (PE). Ootlook)
Sfpard so consiita, precisa epvigr doctmentos, poded hacerla adiuntandoios af email que se cred af puisar ef batan aceptar.

http://www.agemed.es/invClinica/form_consinvClinica.htm



Capacities — Research Infrastructures
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OFICINA DE APOYO A LA INVESTIGACION CLINICA INDEPENDIENTE

»TERAPIAS AVANZADAS: 4,2%
»PRODUCTOS SANITARIOS: 5,6%
»INSPECCION Y CONTROL: 1,4%
»>ESTUDIOS OBSERVACIONALES: 4,2%
»ASESORIA CIENTIFICA: 1,4%

>ENSAYOS CLiNICOS: 83,2%

Insert your logo if applicable
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|A-Integrating Activity ENSAYOS C|_|'N|COS

—Tasas: 1,7%

—Suspension / paralizacion: 1,7%
—Seguridad: 3,3%

—Personal del ensayo: 5%
—Pediatricos: 1,7%

—Normativa: 10%

—Modificaciones: 15%

—Medicamento: 13,3%
—Farmacia: 8,3%

—Diseno: 23,3%

—CEICs: 1,7%

—Bases de Datos: 1,7%
—Aplicacion telematica: 11,7%

—Alimentos: 1,7%



First known trial in man

The Scottish naval surgeon
James Lind started his
controlled trial of 12 scurvy-ridden
sallors
on 20t May 1747

270 year trial birthday!



James Lind 1747

Thc f 0"0\’7" )0 16 oXr ﬁmcn(s,
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gl fea. Their cales were as fimilar as I could
haye



Dr. James Lind tested several scurvy treatments on
crew members of the British naval ship Salisbury



James Lind’s trial

2 got oranges and lemons

2 got cider

2 got vinegar

2 got elixir vitriol

2 got a concoction of spices, garlic,
and mustard seeds, and

2 got sea water



James Lind 1716-1794
http://www.jameslindlibrary.or
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