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Transfer into national legislation

Major consequence for academic research:
Therapy optimisation trials (TOPs) and 

Investigator Initiated Trials (IITs) have to follow 
the same rules as registration studies of 

pharmaceutical industry

““HistoryHistory”” of the EU Drug Regulation of the EU Drug Regulation 

Germany
AMG Novelle 6.8.04

ICH-GCP Guidelines
(Initiative of regulatory authorities / pharm. industry from EU / Japan / USA , 1996)

Other Countries
Deadline: 2004

Clinical Trials Directive 2001/20/EG
(Later: EU GCP Directive (2005/28/EC) 08.4.2005)
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European Leukemia Net 2004:European Leukemia Net 2004:
Major Aim to Foster International Academic IITs Major Aim to Foster International Academic IITs 

in Leukemias ?in Leukemias ?

Major field Major field 
-- Rare diseases, as leukemiasRare diseases, as leukemias
-- Treatment and research done in parallel Treatment and research done in parallel 

(only way for progress in rare diseases)(only way for progress in rare diseases)
-- Questions without commercial interestQuestions without commercial interest

Low BudgetLow Budget
(public funding, university budget, partly supported by industry(public funding, university budget, partly supported by industry))

High potential costsHigh potential costs
-- Multicenter, many hospitals (Health Care Standard!)Multicenter, many hospitals (Health Care Standard!)
-- LongLong--term observation term observation 
-- High patient numbersHigh patient numbers

IITs in Leukemias:
Few industry-independent trials after the EU directive
Danger: Industry-dependence of akademic research



Method: Eight specialised UK Clinical Trials Unit (CTUs) were interviewed 

Topic: Consequences of CTD on information flow, start, conduct, 
finalisation and cost of clinical trials

Results:

- Doubling of the cost of running non-commercial cancer clinical trials
- Delay to the start of trials in the order of 6 to 10 months
- Reduction / stop of international trials
- Lack of central guidance
- Lack of clarity regarding the interpretation of the guidance notes
- Increase in essential documentation and paperwork 

- Staff is working beyond capacity and demoralised
- Even experienced staff anxious about correct interpretation of CTD



Lancet 2003: ……if the commercial 
sector, in whose interests the 
Directive is principally drafted, 
forecasts an intolerable increase in 
red tape, publicly funded 
investigators are right to be very 
afraid indeed



EWALL- Procedure
for Planning of an IIT 

Questionnaire
Aim:

To collect information for each 
country on

- centers
- laboratories
- regulatory procedures (who 

can do what?)
- all types of costs which may 

occur
- practical procedures

Pre-requisite for
- contracts
- budget planning



Clarification of Regulations and Costs per Country
QuestionnaireQuestionnaire

Country Sponsor Tasks to 
be taken 

E-CRF Lab Centers Pharmacy Insurance Doc.fees National 
Language 

Hospital 
Admin. 

Monitoring 

France  
 
 

          

Spain  
 
 

          

Italy  
 
 

          

Romania  
 
 

          

Germany  
 
 

          

Czech 
Republic 
 
 
 

           

 



Current Situation of Academic Trials: Summary

No harmonisation of trial 
regulations in Europe
Different interpretation of laws 
and different attitude of 
authorities e.g. during 
inspections
Excess of bureaucracy all over 
Europe
High costs for akademic trials
No success on political level 



The Good Clinical Practice Guideline: The Good Clinical Practice Guideline: 
A bronze standard for clinical researchA bronze standard for clinical research

Grimes et al, Lancet 2005Grimes et al, Lancet 2005

GCP is not evidence-based
• Benefit not demonstrated
• Authorship and 

responsiblity not clear
• Written for registration trials

Despite all this 
1. It became a law and 

physicians are threatened 
with legal consequences

2. Scarce research funds are 
diversified to activities of 
unknown value
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