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Domain Committee BMBS 

(Biomedicine and Molecular Biosciences) 
COST Action BM0607
Targeted Radionuclide Therapy (TRNT)

ANNUAL PROGRESS REPORT
Period: from 14-10-2007 to 31-12-2007
The first part (para. 1-8 ) is prepared by the Management Committee of the Action and presented to the relevant Domain Committee.

The report is a "cumulative" report, i.e. it is updated annually and covers the period beginning from the start date of the Action.

The second part (para. 9) is prepared by the "ad hoc" Evaluation Panel established by the Domain Committee and edited by the Rapporteur.

The third part (para. 10) is prepared by the Domain Committee. 

CONTENTS

1.
Overview: action identification data

Fill and update the table "Action identification data" attached at the end.

2.
Objectives
Describe action objectives as stated in the MOU and its technical annex and any modifications introduced later (no more than 1/2 page).
The main objective of this Action is to improve the potential of cancer therapy through the development and application of innovative vectors labelled with therapeutic radionuclides for ‘targeted radionuclide therapy’ of disseminated cancer.

The vectors used may be based on monoclonal antibodies (or derivatives thereof), peptides,

peptidomimetics, affibodies, amino acids or small organic molecules with well-defined tumour

associated molecular targets.

Besides the therapeutic probes, also imaging probes based on the same vectors are

developed/applied in order to allow pre-therapeutic imaging for patient-specific dosimetry and

therapy planning as well as for therapy monitoring. Recent advances in proteomics and genomics help to define new target molecules. Innovations are expected in such areas as ligand design, chemical ligation methods, radionuclide production, radionuclide generator design, etc.

Direct Scientific Objectives:

To define new targets and new vectors

To synthesize and radiolabel new vectors

To evaluate the new vectors in e.g. pharmacokinetic, dosimetric and therapeutic studies and

using animal imaging instrumentation

To advance targeted radionuclide therapy to a high scientific and technical status

Additional Objectives:

To evaluate, coordinate and disseminate the acquired knowledge

To support the establishment of new SMEs, new (standardized) methods, new networks, etc

To contribute to/stimulate training through STSMs, participation of young scientists, etc.

The ultimate goal and benefit of the Action is the improvement of patient care; especially

those patients who currently lack any effective therapy options for the treatment of their

condition.
3.
TECHNICAL DESCRIPTION AND IMPLEMENTATION 

Describe the items of technical work, the mode of operation, possible subdivision in Working Groups, and how the secretarial services were organised (no more than 2 pages).
This Action combines skills in the different fields of target definition, in (radio)chemistry, radiopharmacy, physics, biology, medicine and imaging technologies. A coherent collaboration between these disciplines is needed to lead to real progress in the development and optimisation of new approaches to targeted radionuclide therapy.

The administrative organisation of the Action is based on a Management Committee (MC) with support from the Scientific Secretariat in Brussels. The MC defines the strategy of the Action, supervises the work and re-evaluates the work programme when needed. A Core Group within the MC includes the chair, vice chair and the Working Group (WG) leaders.

They were elected in the kick-off meeting. 

A multidisciplinary effort determines the form of organization; this is reflected in the formation of 5 working groups, each led by 2 coordinators. The following areas of interest/ aims have been defined and discussed during the MC meeting of 14/12/2007:
WG1 - Targets (WG leaders S.Mather/J.Barbet)
Aims:

1. Produce a list of existing, well-characterised molecular targets

2. Prepare database of known target characteristics 

3. Identify ideal target characteristics

4. Produce protocols for assessing targets 

5. Identify lead (natural) ligand(s)

6. Describe/recommend suitable models – in-vitro and in-vivo

7. Search for new targets or Identify new existing targets

8. Identify groups working on specific targets or developing research projects on the discovery/assessment of new targets, establish some kind of directory of groups open to cooperation in the field of TRNT

9. Stimulate cooperation 

In this Action, we will promote collaboration with Industry and identify differences between expression in different species (eg Mouse and Man). WG1 will play an educational role by arranging talks on different targets at future COST meetings. A particular interest in the following targets exists: VEGFR, CCK2R and integrins and in methods for up-regulation of receptors. 

WG2 – Ligands (WG leaders R.Schibli/J.Mertens)

Areas:

1. 
Gastrin/CCK receptor targeting peptides. 

2. 
[131I]-2-I-D-Phenylalanin for radionuclide therapy of LAT1 over expressing tumours. 

3. 
Improving targeted radionuclide delivery for diagnosis and therapy using direct and pretargeing strategies. 

4. 
Preparation and investigation of novel complexes/ligand systems for low energy -emitters such as 47Sc and 105Rh.

5. 
In vitro/in vivo investigations of 177Lu radiolabeling of Neurotensin (NT) agonist and antagonist.

Goals will be the formation of strong consortia with a critical size until the end of spring 2008. In addition to the design and optimization of the targeting capacity WG2 will aim at improving the target-to-non target delivery of radionuclides by approaches such as pretargeting as well as new radiolabeling protocols (new chemistry).

W 3 – Dosimetry and Radiobiology (WG leaders G.Flux/ M. Konijnenberg)

Areas:

1. 
Macroscopic dosimetry in clinical practice. 

2. 
Dosimetry for pre-clinical studies. 

3. 
Radiobiological considerations for TRT. 

Working group 3 will address fundamental issues and also support the other working groups of the COST action. The essential hypothesis of the WG is that individualised dosimetry-based treatments, taking radiobiological parameters into consideration, will result in significantly improved outcomes. 

WG4 – Radionuclides (WG leaders R.Mikolajcak/F.Roesch)

Areas:

1. 195mPt  

2. 211At 

3. Therapeutic use of beta-emitters, among them radionuclides such as 67Cu or 47Sc

4. Improvements on the 68Ga/68Ge generator. 

Auger-, alpha- and/or beta –emitting radionuclides remain in scope of interest of the COST BM0607 action in potential radiotherapeutic applications, while the gamma- and positron emitters have an important role in the design and evaluation of the new radioligands. Isotopes of interest, their availability as well as problems related to their practical use for labeling of various biomoloecules such a s specific activity, competing metals etc. which may affect performance of the radioligands in vivo, will be investigated.

WG5 Pharmacology (animal models / imaging) (WG leaders W. Oyen, O. Boerman)

Aims: 

1. Intratumoral distribution of radiolabeled peptides and antibodies 

2. Radionuclide therapy in orthotopic models 

3. Inhibition of renal uptake 

4. PET/SPECT imaging for dose estimation 

5. Pretargeting

Additionally, comparisons between SPECT and PET imaging and intra-laboratory standardisation/comparison of imaging protocols will be aimed at.

4.
PARTICIPATION AND COORDINATION

4.1
Management Committee


List: Chair, Vice Chair(s), Secretary: Title, name, affiliation, postal address, Tel., Fax, 


E-mail

Chair: Prof. Marion de Jong, Dept. Nuclear Medicine, Erasmus MC, Postbox 2040, 3000 CA Rotterdam, The Netherlands, tel +31107035781, fax +31107035997, email m.hendriks-dejong@erasmusmc.nl

Vice Chair: Prof. Helmut Maecke, University Hospital Basel, Division of Radiological Chemistry, CH-4031 Basel, Petersgraben 4, Switzerland, tel +41 61 265 4699, fax +41 61 265 5559, email hmaecke@uhbs.ch.

Secretary: via Marion de Jong


List: Members by country: only Title, name and affiliation

Austria 

Dr. Clemens DECRISTOFORO, Medical University Innsbruck
Belgium 

Professor John MERTENS, Vrije Universiteit Brussel

Czech Republic 
Dr. Alice LáZNíCKOVá, Charles University, Hradec Kralove 

Denmark 

Dr. Nic GILLINGS, Copenhagen University Hospital 

Denmark 

Dr. Dirk BENDER, Aarhus University Hospital 

Finland 

Professor Kalevi KAIREMO, University of Helsinki 

Finland (delegate) 
Dr. Anne ROIVAINEN, Turku University Central Hospital 
France 

Dr. Nicole MOINS,  UMR 484 INSERM-Université d`Auvergne-CJP

France 

Dr. Jacques BARBET, Université de Nantes

France (suppleant) 
Dr. Manuel BARDIES, Université de Nantes  

Germany 

Dr. Martin BéHé, Philipps-University Marburg
Germany 

Professor Frank RöSCH, Johannes Gutenberg-Universität Mainz

Greece 

Dr. Theodosia MAINA, Natl Center for Scientific Res. `Demokritos` 

Greece (delegate) 
Professor PAUL CORDOPATIS, University of Patras 

Italy 


Professor Alberto SIGNORE, `Sapienza` University 

Italy 


Professor Giuliano MARIANI, University of Pisa Medical School 

Italy 


Dr. Luigi ALOJ, Istituto Nazionale Tumori, Fondazione `G. Pascale`

Netherlands 

Professor Marion DE JONG, Erasmus MC Rotterdam

Netherlands 

Professor Otto C. BOERMAN, UMC Nijmegen  

Netherlands 

Professor Wim OYEN, UMC Nijmegen 

Poland 

Dr. Renata MIKOLAJCZAK, IAE, Radioisotope Centre POLATOM 

Poland (delegate)     Professor Alicja HUBALEWSKA-DYDEJCZYK, Jagiellonian University, Medical College

Portugal 

Dr. Isabel REGO DOS SANTOS, Instituto Tecnológico e Nuclear Sacavém   
Romania 
Professor RODICA MARICELA ANGHEL, Univ of medicine and pharmacy Carol Davila 

Romania 

Dr. Valeria LUNGU, Horia Hulubei National Institute for Physics&Nuclear Engineering Magurele

Serbia 

Professor DIVNA DJOKIC, University of Belgrade 

Slovenia 

Dr. Tanja GMEINER STOPAR, University Medical Centre Ljubljana 

Slovenia 

Dr. Jure FETTICH, University Medical Centre Ljubljana 

Spain (delegate) 
Professor Ignasi CARRIó, Hospital de Sant Pau
Sweden 

Professor Eva FORSSELL-ARONSSON, Sahlgrenska University Hospital, Göteborg University 

Sweden (delegate) 
Dr. Peter BERNHARDT, Sahlgrenska University Hospital, Göteborg University 

Switzerland 

Professor Roger SCHIBLI, Paul Scherrer Institute 

Switzerland 

Professor Helmut MAECKE, Kantonspital Basel

UK

 
Dr. Glenn FLUX, University of London, Royal Marsden Hospital

UK

Professor Stephen MATHER, Queen Mary University of London, St Bartholomew`s Hospital 

UK

 
Professor Robert MAIRS, University of Glasgow

UK


Dr. Phillip BLOWERS,  King's College London Medical School

4.2
Participating Institutions


List: denomination and country without address, 

Austria 

Medical University Innsbruck, Innsbruck
Belgium 

Vrije Universiteit Brussel, Brussels


Czech Republic 
Charles University, Prague, Faculty of Pharmacy, Hradec Kralove
Denmark 

Copenhagen University Hospital, Copenhagenl 

Denmark 

Aarhus University Hospital, Aarhus 

Finland 

University of Helsinki, Helsinki

Finland
 
Turku University Central Hospital, Turku 
France 

UMR 484 INSERM-Université d’Auvergne- Centre Jean Perrin, Clermont-Ferrand
France 

Université de Nantes, Nantes
Germany 

Philipps-University Marburg, Marburg
Germany 

Johannes Gutenberg-Universität, Mainz

Greece 

Natl Center for Scientific Res. `Demokritos`, Athens 

Greece (delegate) 
University of Patras, Patras
Italy 


`Sapienza` University, Rome 

Italy 


University of Pisa Medical School, Pisa 

Italy 

Dr. Luigi ALOJ, Istituto Nazionale Tumori, Fondazione `G. Pascale`, Napels
Netherlands 

Erasmus MC Rotterdam, Rotterdam
Netherlands 

UMC Nijmegen, Nijmegen  

Poland 

Radioisotope Centre POLATOM, Otwock 

Poland
Jagiellonian University, Medical College, Krakow
Portugal

Instituto Tecnológico e Nuclear, Ministério da Ciência Tecnologia e Ensino Superior, Lisbon   
Romania 
University of medicine and pharmacy Carol Davila, Bucharest 

Romania 

Horia Hulubei National Institute for Physics&Nuclear Engineering Magurele, Bucharest
Serbia 

University of Belgrade, Belgrade 

Slovenia 

University Medical Centre Ljubljana, Ljubljana 

Slovenia 

Dr. Jure FETTICH, University Medical Centre Ljubljana,  Ljubljana

Spain

 
Hospital de Sant Pau, Barcelona
Sweden 

Sahlgrenska University Hospital, Göteborg University, Göteborg 

Sweden 
Sahlgrenska University Hospital, Göteborg University, Göteborg

Switzerland 

Paul Scherrer Institute, Villigen 

Switzerland 

Kantonspital Basel, Basel

UK

 
Dr. Glenn FLUX, University of London, Royal Marsden Hospital

UK

Barts and the London Medical School, London 
UK

 
University of Glasgow, Glasgow

UK


King's College London Medical School, London

4.3
Meetings of the Management Committee
The first meeting of the MC of the COST BM0607 Action was organized in Copenhagen, Denmark, on Sunday October 14 during the yearly European Association of Nuclear Medicine meeting. 

The second meeting of the MC plus several experts was held in London on December 14 2007, organized by Prof. Steve Mather, at the Centre for Cancer Imaging, Barts and The London Queen Mary's School of  Medicine and Dentistry, Dept Nuclear Medicine, St Bartholomew's Hospital, London, UK. The program contained oral presentations by each of the leaders of each of the WGs as well as discussions .


4.4
Meetings of the Working Groups

List: date, place of each meeting; 

Not applicable yet


4.5
Short-term scientific missions





List: dates, hosts and nationality of scientists and topics
The committee for assessment of STSMs: Alberto Signore (Italy), Tanja Stopar (Slovenia) and Thea Maina (Greece).

In 2007 no STSMs have been taken place.

Planned for 2008 are thus far 3 STSMs:

1. Valentina Di Gialleonardo, period 26.01.2008 to 24.02.2008,  from Nuclear Medicine Unit, “Sapienza” University of Rome, Italy (A. Signore) to Centre for Cancer Imaging, Dept Nuclear Medicine, St Bartholomew's Hospital, London, UK (S.J. Mather), budget 2300 Euro (30 days). Approved on 14.01.2008

2. Petra Kolenc Peitl, period 01.02.2008to 12.02.2008, from University Medical Centre Ljubljana, Slovenia (T. Stopar) to Radiological Chemistry, University Hospital Basel,  Switzerland (H. Maecke), budget 1200 Euro (12 days). Approved on 14.01.2008

3. Rogier Schroeder, period, 10.02.2008 to 22.02.2008, from Erasmus University, Rotterdam, The Netherlands (M. de Jong) to National Center for Scientific Research “Demokritos” Athens, Greece (T. Maina), budget 1500 Euro (13 days). Approved on 14.01.2008

5.
RESULTS


Describe in no more than 2 pages the main results achieved indicating the key scientific and technical outcomes of the Action with a comparison with the international state-of-the art and with a self-assessment of results obtained versus objectives. Describe briefly the progress with respect to timetable and possible problems encountered. Additional documentation like extended scientific reports, proceedings of Workshops, Seminars, Conferences may be provided separately as an annex to the annual Progress Report and should be refereed in the report. Describe efforts made and success achieved in involving young scientists.



Not applicable yet

6.
DISSEMINATION OF RESULTS


6.1  Publications and Reports


Give the total number. Give a detailed list in an annex. 


Not applicable yet

6.2
Conferences and Workshops


List. 


Not applicable yet

6.3
Web site


Describe briefly. 


In progress


6.4
Scientific and Technical Co-operation


List briefly co-operation and contacts established with scientific institutions with other research programmes, especially in the EU Framework programme and with potential users. 


The MC ensures close contacts with COST Action D38: Metal-based systems for molecular imaging applications as well as the European Association of Nuclear Medicine (EANM) and its Therapy, Radiopharmaceuticals, and Molecular Imaging Committees.

6.5
Transfer of results


List briefly co-operation and contacts established with the Commission, with normalisation and standardisation bodies, with industry and operators. 



Provide the dissemination plan with regard to end users.

Members of the MC are expected to take a pro-active role in the dissemination of information about Action events and reports.

All members of the MC are to be linked by e-mail. It is the responsibility of the MC members for each country to maintain and update a list of key laboratories/scientists in that country and ensure that the list is available to other members of the MC. MC members are responsible for ensuring that those interested in the COST Action are aware of activities and reports.Dissemination of knowledge within the Action is also to be done via the set-up of an Action website and through regular reporting. The website will be established as soon as possible, all activities are to be posted and links are to be established to other related sites. In particular, the WG coordinators summarise the work carried out in the context of the Action every year through a report that is to be assessed by the MC.

The MC ensures close contacts with the European Association of Nuclear Medicine (EANM) and its Therapy, Radiopharmaceuticals, and Molecular Imaging Committees by presenting its results at the annual workshop. Representatives of the industry target group are to be contacted personally through the members of the COST-Action and the MC invites representatives of the companies to take part in the annual symposia and as participants and/or invited guest speakers at the WG meetings.

To ensure dissemination of the Action’s results the proceedings of the annual symposia are to be published in peer reviewed journals. Furthermore, papers on relevant results are to be submitted to the respective scientific journals and presented as oral talks and posters on the yearly conferences of EANM and SNM (Society of Nuclear Medicine) and the biannual European Symposium on Radiopharmacy and Radiopharmaceuticals. A list of scientific publications and reviews is to be maintained on the website, with downloadable PDF-files where permitted by copyright restrictions. This includes both (a) publications of members of the COST Action and (b) publications derived from joint research projects that have developed from the COST Action and include authors from different EU laboratories.

At the end of the Action, the results obtained will be collected in a final report (in a form suitable for publication and wide dissemination) and will be presented in a dedicated Symposium open to scientists interested in the work carried out in the Action.

6.6 Contacts in the ERA



List the contacts, if any, with other activities in the Community R&D programmes, EUREKA, the European Science Foundation and other European cooperative research frameworks etc.  


The MC ensures contacts with the IAEA as well as the European Association of Nuclear Medicine (EANM) and its Therapy, Radiopharmaceuticals, and Molecular Imaging Committees.


6.7 Revised dissemination plan ( only in the Progress report of the penultimum year)



Not applicable

7.
ECONOMIC DIMENSION
List estimate of total manpower expressed in person-year dedicated to the activities of the Action for each year and the total duration of the Action.

List funds received from the  COST budget for each year and for the entire duration of the Action utilised for Secretariat, Publications, Workshops and Seminars, MC meetings, short-term scientific missions, other and total.

The following COST countries actively participate in the Action: Austria, Belgium, Czech Republic, Denmark, France, Finland, Germany, Greece, Italy, Poland, Portugal, Romania, Serbia, Slovenia, Spain, Sweden, Switzerland, The Netherlands, United Kingdom.

On the basis of national estimates provided by the group leaders of these countries, the economic dimension of the activities to be carried out under the Action has been estimated at approximately 60 million Euro in salary, fellowships, consumables and equipment for the total duration of the Action.

Funds received from COST:

MC meeting 14/10/2007: ??

MC meeting 14/12/2007: ??

For 2008 3 STSMs have been approved by COST: total costs 5000 Euro

8.
SELF EVALUATION ( only in the last progress report) 

Indicate, in no more than 1 page, what were, in the opinion of the MC, the main successes, the drawbacks (if any) and the key difficulties encountered (if any). 

Not applicable

9. EVALUATION


9.1
Evaluation panel and evaluation procedures


List the members of the panel: Title, name, affiliation, Tel., Fax, E-mail.



Describe briefly the evaluation activities the documents made available to and used by 


the members of the panel and the procedures followed for the evaluation.


9.2
Results versus objectives


Describe briefly how and to what extent the results obtained match the objectives.


9.3
Outcome and achievements


Describe the main outcome and the main achievements, and the significance of these, including the dissemination of results.


9.4
Impact of the Action


Describe the importance and benefits for international science and technology.


9.5
European added-value


Describe how the Action used the COST framework to achieve its goal and what synergies and added value came out of the COST co-operation.


9.6
Coordination and management


Describe briefly the effectiveness of coordination and management.


9.7
Dissemination of results


Describe briefly the effectiveness of the dissemination of results.


9.8
Strengths and weaknesses

9.9
Recommendations


Include recommendations on new Actions.

10. DC REMARKS

Illustrate in 1 or 2 sentences the "success story" (if applicable) of the Action
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