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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””

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)



European Leukemia Net 2004:European Leukemia Net 2004:
Major Major AimAim to Foster International Academic IITs to Foster International Academic IITs 

in in LeukemiasLeukemias ??

Major Major fieldfield
-- Rare Rare diseasesdiseases, as , as leukemiasleukemias
-- Treatment and Treatment and researchresearch done in parallel done in parallel 

((onlyonly way way forfor progressprogress in rare in rare diseasesdiseases))
-- QuestionsQuestions withoutwithout commercialcommercial interestinterest

LowLow BudgetBudget
((publicpublic fundingfunding, , universityuniversity budgetbudget, , partlypartly supportedsupported byby industryindustry))

High potential High potential costscosts
-- Multicenter, Multicenter, manymany hospitalshospitals ((HealthHealth CareCare Standard!)Standard!)
-- LongLong--termterm observationobservation
-- High High patientpatient numbersnumbers

IITs in Leukemias:
Conduct under the new legislation severly hampered: 

(1) responsibility (2) bureaucracy (3) costs



Current Situation of Leukemia IITs: Europe

Realisation of Realisation of thethe EU Clinical Trials EU Clinical Trials DirectiveDirective in in 
Different European Countries Different European Countries –– EWALL GROUPEWALL GROUP

Germany UK Spain Italy France

Central IRB Yes, IRB of PI Yes No No Yes
but all IRBs in parallel (hotline)

Monitoring „Research Project“ for No No No We try…
adapted monitoring (rumours..)

Safety SUSAR 5-10d to IRBs, Yes Yes Yes Yes
Authorities, all investigators

Sponsor Role Universities partly, Institutions Various PI Institutions
delegation reluctantly incl. Study Coop.groups
contracts Groups Research inst.

Patient Insurance for Yes No Yes No No
IITs (registered drugs) (Ministery)

• No harmonisation
• Different interpretation,realisation of laws 
• Different attitude of authorities 
• Excess of bureaucracy all over Europe



Current Situation of Leukemia IITs: Germany

Amendments of Amendments of ongoingongoing trialstrials
(to (to prolongprolong studiesstudies initiatedinitiated beforebefore newnew legislationlegislation))
AttemptsAttempts to to getget preparedprepared
((forfor studiesstudies accordingaccording to to newnew legislationlegislation))
FewFew / No / No newnew national IITSnational IITS
(at least (at least thosethose withoutwithout industryindustry supportsupport))
No / No / fewfew international IITsinternational IITs

One of One of thethe majormajor goalsgoals of of thethe leukemia leukemia netnet
isis endangeredendangered !!



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



WhatWhat cancan wewe do ?do ?

Public Relations:Public Relations:
RoleRole of TOP of TOP forfor generalgeneral healthhealth carecare and clinical and clinical sciencescience in in 
Germany and EuropeGermany and Europe

PoliticalPolitical ActivitiesActivities

ContinuingContinuing educationeducation

NetworkingNetworking of of trialtrial staffstaff

CooperationsCooperations
-- Large Large multicentermulticenter studystudy groupsgroups national national –– internationalinternational
-- CompetenceCompetence networksnetworks



28 January, 2008
1st ELN Workshop on International IITs

European Leukemia Information Center - ELIC

ELIC (WP2): Web-based Services for IITs
January 28, 2008; 16.00 – 19.30 p.m.

Part I: General Overview
Chair: N. Gökbuget, J. Apperley
• Introduction N. Gökbuget, ELN
• How can ECRIN support investigators for the initiation and conduct of 

international academic trials C. Kubiak, ECRIN
• EORTC experience in activating international clinical trials F. Lambert, EORTC

Affairs Unit at EORTC
• Successful initiation of international pediatric trials C. Mauz-Körholz, KPOH
• Promoting pan-European prospective clinical trials: 

The EBMT perspective J. Apperley, EBMT

Part II: Experience and problems with international trials in the ELN: 
Short reports from WPs
• Chair: E. Hellström-Lindberg, B. Simonsson
• CML: European collaboration in clinical trials for CML B. Simonsson, WP4
• AML: Expansion of the AML Intergroup Networking Study to further
• European trial groups T. Büchner, WP5
• ALL: Initiation of an international trial with Dasatinib for Ph+ ALL P. Rousselot, WP 6
• CLL: International trials of the GCLLSG: Regulatory requirements
• and corrective actions A. Westermann, WP7
• MDS: Lenalidomide in high-risk MDS and AML with del5q or monosomi 5 E. Hellström-Lindberg, WP8
• CMPD: From ECLAP to ELN clinical trials T. Barbui, WP 9
• SCT: Conducting academic trials under EU law, the EBMT experience Z. Doran, EBMT
• Registries: An alternative for clinical trials? J. Hasford, WP 17
• ELIC:  Internet support for ELN trials K. Ihrig, WP 2
• Closure N. Gökbuget, ELN


