Minutes of the COST BM0607 Management Committee meeting held 14th December 2007, Barts and the London Medical School, London.
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Introduction:

Marion de Jong, the Chair of the Action introduced the Programme and the basic principles of the Action. This was followed by presentations from the Chairs of the five Working Groups. Copies of the all the presentations will be made available in due course on the COST BM0607 website at www.IRIST.org.

WG1 - Targets (S.Mather/J.Barbet)

Steve Mather presented a list of possible activities of WG1 as follows:

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 view of limited resources it was considered unlikely that this group would identify new targets but that they could usefully consolidate information on existing targets and make this available in a useful (perhaps database) format. Martin Behe has already assembled a list of possible molecular targets and might be willing to share some of its content with the rest of the Action. This was thought to be a good starting point. Other suggestions made were to promote collaboration with Industry and to identify differences between expression in different species (eg Mouse and Man). It was suggested that WG1 could play an educational role by arranging talks on different targets at future COST meetings. The meeting expressed a particular interest in the following targets: VEGFR, CCK2R and integrins and in methods for up-regulation of receptors. 

WG2 – Ligands (R.Schibli/J.Mertens)

Roger Schibli and John Mertens gave presentation on a range of possible ligand systems that could be explored. The overall topic of the Working Group 2 has been defined as Ligand Development, which includes proteins (mAbs, diabodies etc), peptides, peptidomimetics and small molecules (e.g. amino acids) useful for targeted radionuclide therapy. In addition to the design and optimization of the targeting capacity of these molecules, the WG 2 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). Roger Schibli, Villigen Switzerland has presented and discussed at the MC meeting the proposals, which have been submitted to the two WG2 leaders (Mertens, Schibli).

Since the first MC meeting in Copenhagen already several groups have expressed their interest in actively participate in this WG. Several groups have already identified and formed consortia, which would like to work on a specific project.

Topics of common interest are:

(1) Gastrin/CCK receptor targeting peptides. Six groups from five different countries have expressed their immediate interest (Maecke Basel; Aloj, Naples; Stopar, Peitl, Ljubljana; Decristoforo, Innsbruck; Behe, Marburg; Mikolajczak, Warsaw).

(2) [131I]-2-I-D-Phenylalanin for radionuclide therapy of LAT1 over expressing tumours. Four group from two countries have organized around this project. (Bauwens, Brussels; Eersels, Amsterdam; Lahoutte, Brussels; Keyaerts, Brussels; Mertens Brussels).

(3) Improving targeted radionuclide delivery for diagnosis and therapy using direct and pretargeing strategies. The groups in Rossendorf, Germany (Pietzsch/Steinbach) and the Paul Scherrer Institute (Schubiger/Schibli) have concrete plans for the targeting strategies and vectors (using: complementary mirror-image oligonucleotide sequences, peptide nucleic acids sequences, high affinity ribonuclease for pretargeting as well as recombinantly produced proteins with high affinity to existing and new tumor targets). The topic of pre-targeting using bi-specific antibodies is also of interest for the groups in France (Kraeber-Bodéré; Chérel; Davodeau; Gestin; Alain Faivre-Chauvet; Bardiès, Nantes), the Netherlands (Boerman) and possibly Italy (Paganelli).

(4) Individual proposals came from Poland (Bilewicz et al.) for the preparation and investigation of novel complexes/ligand systems for low energy -emitters such as 47Sc and 105Rh.

(5) Rumania (Lungu et al.) poposed the design and in vitro/in vivo investigations of 177Lu radiolabeling of Neurotensin (NT) agonist and antagonist.

The different proposals have been discussed after the presentation. Among these projects the MC has identified (for the time being) projects/topics 1 and 2 from WG 2 as of high interest and importance for this COST action. Furthermore, compounds targeting the family of integrins and VEGF receptors have been identified as important and suitable for the overall objectives of this COST action. A further add on the current palette of strategise, which was proposed for WG 2, was the development of novel targeting homo- and hetero-mutlimers (e.g. multimers of peptides) to improve accumulation and the sites of interests by counter balance low affinity and low and/or heterogeneous receptor expression on tumor cells

The next steps will be the dissemination of the major research topics of the COST action to all interested groups. The WG 2 leaders will approach via e-mail the groups, which have initially expressed their interest in WG 2. In addition, we will identify, inform and try to recruit important groups necessary for the success of the WG 2 and the entire COST action. Goals will be the formation of strong consortia with a critical size until the end of spring 2008. The consortia should present the individual proposals at the next meeting of the entire COST action planned for the mid of June in Krakow or earlier.

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

Glen Flux, Mark Kronijnberg and Rob Mairs gave presentations on the possible content of WG 3.

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. 

There are several broad areas with which the group will be concerned. These will include

Macroscopic dosimetry in clinical practice. As response to radionuclide therapy is dependent on absorbed dose, it is imperative that inter- and intra-patient variations in uptake and retention are recorded. The group will formulate protocols for data collection and processing that will be passed to participating centres and will provide support for these endeavours.

Dosimetry for pre-clinical studies. Dosimetry at this scale is crucial to the understanding of the behaviour of new targeting agents. Pre-clinical dosimetry models for cell survival studies as well as in small animal research should be developed. These will include ideal timing schedules for data collection as well as definitions of common end-points for radiation effects.

Radiobiological considerations for TRT. Accurate calculation of absorbed doses will facilitate radiobiological investigations of TRT including the effects of exponential decay, dose rate, LET and cellular binding site of the carrier on the linear quadratic model parameters (alpha/beta) and sub-lethal damage repair half-life.

A further area to explore will be the possibility of combining radionuclide ‘cocktails’ or radionuclides with chemotherapy agents.

The group will also endeavour to keep the management committee informed of current progress in internal dosimetry.

Whilst this COST action is essentially funded for networking, it is hoped that it may provide a platform for scientific resourcing from the EU.

The immediate aim of the WG is to form a committee and to identify specific tasks.

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

Renata Micolajczak gave a presentation on the possible content of WG4. 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. Several participants, W.A.P. Breeman (Rotterdam), C. Decristoforo (Innsbruck), Eva Forssel-Aronson (Göteborg), John Mertens, Geert Ensing (Petten), Kalevi Kairemo (Helsinki), Jacques Barbet (Nantes), Phil Blower (London), contributed to the information presented by the WG4 leaders, providing the survey of the isotopes of interest, indicating 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. 195mPt  with high specific activity has been brought to the attention of the participants as the potential Auger emitter (collaboration on this isotope declared by Russ Knapp, ORNL), 211At, an alpha emitter of interest, seems to be available at the participants laboratories and  will soon be produced regularly (currently in CERI (Orléans), in the future also at Arronax (Nantes)  and in UK) . Special attention has been given to the therapeutic use of beta-emitters, among them radionuclides such as 67Cu or 47Sc, due to the fact that their positron emitting equivalents, 64Cu or 44Sc can be used for labeling of the same ligands, aimed at the same targets, and hence may be utilized in diagnosis, therapy planning and follow up. 

Several participants are interested in improvements on the 68Ga/68Ge generator. Studies on Szilard-Chalmers effect to increase specific activities of reactor produced isotopes applicable for labelling have been suggested by Frank Roesch (Mainz). Individual proposals came from A. Bilewicz (Warsaw) on the 103mRh generator and 105Rh as low energy beta-emitter and from Eva Forssell-Aronson (Göteborg) on 103mRh for radiobiological studies and 161Tb due to its similarity to 177Lu.  188Re was suggested as a potential radioisotope by Phil Blower (London).

In conclusion of the discussion on WG4 program the need for a database on the available isotopes was expressed. 

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

Otto Boerman gave a presentation on the possible content of WG5. Groups who have already expressed an interest in this WG include M. de Jong, M. Melis (R’dam),A. Laznickova (Hradec Kralowe, CZ) and I.Carrio (Barcelona, ES). The five topics proposed for inclusion in WG 5 are:

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

Additional suggestions made were for comparisons between SPECT and PET imaging and intra-laboratory standardisation/comparison of imaging protocols.

Short-term Scientific Missions (STSM’s) 

The committee for assessment of STSMs will be Alberto Signore, Tanja Stopar and Thea Maina. Details of the rules for STSM’s can be downloaded at http://www.cost.esf.org/index.php?id=38. Applicants can be PhD students or Post-docs, Trips can last from 1 week to 3 months. Maximum support is 2,500 Euro per visit. Applicants need to fill in the form on-line at https://www.cost.esf.org/index.php?id=91 and email it to Alberto Signore at alberto.signore@uniroma1.it.

Action Website.

Alberto Signore will coordinate a website for action on the IRIST website at www.IRIST.org

Other business

A meeting room is available in Brussels on Fridays,  Free of Charge for those who wish to arrange meetings for their groups.

It was suggested that WG leaders could use Google (or Yahoo) Groups as a means of aiding communications between those interested in their activities.

Date and place of next meeting.

The next meeting will be held the day before the IRIST meting in Krakow, Poland on Tuesday 24th June 2008.

A subsequent meeting in Italy in Sept 2009 was proposed.

Minutes collated by Steve Mather (s.j.mather@qmul.ac.uk)

