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Need for non-commercial 
trials 

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

• Examples 

• Pragmatic comparative effectiveness  

• Repurposing of older drugs 

• Drugs in pediatrics and orphan diseases 

• Medical devices including diagnostics 

• Areas not owned by industry (surgical techniques, life style, 
psychotherapy, population screening, ...) 
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A good investment? Some references 

• Roth JA, Etzioni R, Waters TM, Pettinger M, Rossouw JE, Anderson GL, et al. Economic return from the 
Women's Health Initiative estrogen plus progestin clinical trial: a modeling study. Ann Intern Med. 
2014;160(9):594-602. 

• Johnston SC, Rootenberg JD, Katrak S, Smith WS, Elkins JS. Effect of a US National Institutes of Health 
programme of clinical trials on public health and costs. Lancet. 2006;367(9519):1319-27. 

• Soeters M, Verhoeks G. Kostenbesparingen door onderzoek en innovatie in de zorg. 2013.  

• RAND Europe; the Health Economics Research Group at Brunel University and King’s College London. 
Medical Research: What’s it worth? Estimating the economic benefits of cancer-related research in the 
UK. Briefing document. 2014. 

• Glover M, Buxton M, Guthrie S, Hanney S, Pollitt A, Grant J. Estimating the returns to UK publicly funded 
cancer-related research in terms of the net value of improved health outcomes. BMC Med. 2014;12:99. 

• Access Economics. Exceptional Returns; The Value of Investing in Health R&D in Australia II. Canberra: 
2008.   

• Deloitte Access Economics. Extrapolated returns on investment in NHMRC medical research. Australian 
Society for Medical Research; 2012.   

• Roback K, Dalal K, Carlsson P. Evaluation of health research: measuring costs and socioeconomic effects. 
Int J Prev Med. 2011;2(4):203-15. 
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Trials, hurdles and benefits 
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Financing 

Trial participation 

Competing trials 

Infrastructure/network 

Free-rider 

Time 

Access comparator 

Health outcomes  

 Survival, QoL, … 

Efficiency 

 Self supporting 

Attracting industry 

Stimulating EBM 



IA-Integrating Activity 

5 

Patient 

Investigator 

File 

CRF 

Monitor 

Data management 

Dossier 

Ethics Committee 

Study Protocol 

Report 

Insurance 
Sponsor 

Medical Expertise 

Authorities 

SAE 

Publication 

SELECTION 

IMPLEMENTATION 

  
  

  
  

  
  

  
  

  
  

  
  

  
  
C

O
S

T
 

BENEFIT   
IN

F
R

A
S

T
R

U
C

T
U

R
E

 -
 C

O
M

P
E

T
E

N
C

E
S

 Top down + 

bottom up 

Immediate impact  

Systematic 

search 

International or 

not 



IA-Integrating Activity 

Definition of low-intervention trial in the EU 
Regulation: 

 
It is a clinical trial in which: 

• The IMPs are authorised & 

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

• It is 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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CTs in some EU countries 
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ECRIN development steps 

ECRIN-RKP (2004-2005)  

identifying bottlenecks 

ECRIN-TWG (2006-2008)  

developing know-how 

ECRIN-PPI (2008-2011),  

building the infrastructure and supporting 
pilot multinational trials 

ECRIN-ERIC (2013->) 

operating the ESFRI-roadmap 
infrastructure for multinational trials 

ECRIN-Integrating Activity (2012->16) 

Expanding connections 
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How does ECRIN support 

multinational trials ? 
 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 

 

 Services during the 
conduct of the trial 

• Interaction with 
competent authorities 
and ethics committees 

• Support with insurance 
contracting 

• Adverse event reporting 

• Monitoring 

• Data management 

• Investigational medicinal 
product management 

• etc. 

 

Full protocol 

 

 

 

Scientific 
evaluation 

 

Logistical 
assessment 

 

Contract 
with sponsor 
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Part I (EU) Part II (MS) PART I EU PART II MS 
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Risk-based Approach and Impact on 
Assessment Timelines 
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10 days  
post validation date 

Assessment time (Report) of Part I 

25 days  
post validation date 

30 days  
post validation date 

Low-intervention clinical 
trials (LiCT) 
(Phase IV, PASS, PAES) 

 
Other clinical trials 

(Phase I – IV) 
 

Special Case: 
Advanced therapy 
clinical trials 

Reference: Art. 6 (4); PASS: Post Authorisation Safety Study; PAES: Post Authorisation Efficacy Study 
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• P 23: REC…transparent in its functioning…& must 
be duly qualified 

• 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 

• P 29:..When a potential….who is deemed 
incapable of giving informed consent is able to 
give assent….the physician must seek that assent 

 

Research Ethics Committees & Informed consent 
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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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Composition of Research Ethics Committees in 9 European 
Countries 

. 



Presentación telemática de solicitudes referentes a 

ensayos clínicos.  

www.agemed.es  Oficina virtual 

http://www.agemed.es/


Acceso a Oficina de Investigación independiente. 

Investigación Clínica 

http://www.agemed.es 



Acceso a Oficina de Investigación independiente. 

Oficina apoyo a la 

Investigación Clínica 

Independiente 

http://www.agemed.es/invClinica 



Acceso a Formulario. 

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

Formulario de consultas 



Acceso a Formulario. 

http://www.agemed.es/invClinica/form_consInvClinica.htm 
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OFICINA DE APOYO A LA INVESTIGACIÓN CLÍNICA INDEPENDIENTE 

TERAPIAS AVANZADAS: 4,2% 
 

PRODUCTOS SANITARIOS: 5,6% 
 

INSPECCIÓN Y CONTROL: 1,4% 
 

ESTUDIOS OBSERVACIONALES: 4,2% 
 

ASESORIA CIENTIFICA: 1,4% 
 

ENSAYOS CLÍNICOS: 83,2% 
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–Tasas: 1,7% 

–Suspensión / paralización: 1,7% 

–Seguridad: 3,3% 

–Personal del ensayo: 5% 

–Pediátricos: 1,7% 

–Normativa: 10% 

–Modificaciones: 15%  

 
 
 

ENSAYOS CLÍNICOS 

–Medicamento: 13,3% 

–Farmacia: 8,3% 

–Diseño: 23,3% 

–CEICs: 1,7% 

–Bases de Datos: 1,7% 

–Aplicación telemática: 11,7%  

–Alimentos: 1,7% 

 



First known trial in man 
  

 The Scottish naval surgeon  

James Lind started his  

controlled trial of 12 scurvy-ridden 

sailors  

on 20th May 1747 

270 year trial birthday! 



James Lind 1747 

  

  

  



Scurvey 20th May, 1747 

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

g/ 
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