Summary of the meeting held on 18/07/2007 at DKFZ 

for the “Colorectal cancer consortium”.

First of all, many thanks to all the scientists who participated in the meeting held at the DKFZ the 18/07/2007. The list of participants is on a separated file.
The PPT presentations of the resources available for the consortium showed very carefully designed studies, with large sample sizes. They are available on separated files.
In the following table a summary of the main studies is reported. Please check the data of your study for possible inaccuracies.

	Principal investigator
	Harry Campbell
	Jenny Chang-Claude, Hermann Brenner
	Pavel Vodicka
	Victor Moreno
	Stefano Landi

	Number of cases
	3500
	1760
	1193
	377
	100

	Number of controls
	3500
	1500 (population based)
	598 (colonoscopized) + 823 (blood donors + occupational health)
	326 (hospital- based)
	1000 (blood donors>45 years old + groups of healthy aged persons)

	Age, Sex, Smoke
	Ok
	Ok
	Ok
	Ok
	Ok

	Diet
	Ok-Detailed FFQ (>2000)
	Ok
	Ok
	Ok-EPIC
	Only for cases.

	Clinical data
	OS complete, under completion for others.
	600 complete+ others under retrieval
	Under retrieval (700 done)
	Complete (OS, FFP, response to therapy)
	Retrievable

	Cases under collection
	
	250
	200/year
	500
	30/year

	Controls under collection
	
	500
	100/years (colonoscopized) + 500/years (blood donors)
	500 (hospital based)
	250/year

	Specimen available?
	Fresh frozen tumours
	Paraffin blocks
	So far, none. New collection with RNAlater.
	377 fresh frozen + 1000 fresh frozen tumour tissue + paraffin blocks
	Fresh frozen tissue

	Other data available
	Vitamin supplements; 870 sequenced 5-6 MMR genes; MIN
	
	
	79 cases analysed for gene expression (micro-array) and proteomic on serum
	Gene expression profiles for cases


Steve Gruber, PI of the MECC study (Michigan, US; Jewish samples; V. Moreno has just spent a sabbatical working with him) has shown interest in collaborating with the consortium. Moreover, there is a potential interest from Richard Houlston (Institute for Cancer Research, Sutton, UK) and Ian Tomlinson (University of London, UK) in joining the consortium.

It should be stressed that about 7400 cases and 7000 controls have already been collected, all with the essential information on age, sex, and smoking habit. For about 3800 there is also detailed information on diet. Most of the clinical data are under retrieval. There are over 1000 additional cases and controls under collection and over 4000 fresh frozen tissues available.

Purposes of the consortium:

1) To provide a large number of samples allowing replication of findings from ongoing whole-genome association studies (WGAS);

2) To connect people working on CRC: knowing better each other and getting together, to better develop specific research in the field;

3) To brainstorm, in order to find original ideas for opening new insights in the field and thus apply for funding.

In particular for point (3), there is a close deadline (likely at the end of September) for the ERC (European Research Council) Advanced Investigator Grants and the meeting was focused mostly on this.

Description of the ERC.

The European Research Council (ERC) is the first pan-European funding body set up to support investigator-driven frontier research. 

The main aim of the newly-established body is to stimulate scientific excellence by supporting and encouraging the very best, truly creative scientists, engineers and scholars to be adventurous and take risks in their research. The scientists should go beyond established frontiers of knowledge and the boundaries of discipline.

Aim

The Advanced Grants aims to encourage and support excellent, innovative and research projects that are initiated and led by established top research leaders. 

This funding scheme, which offers grants of between EUR 100,000 and EUR 500,000 per year for a period of up to five years, targets researchers who have already established themselves as being independent and world-class leaders in their own right. 

Full details regarding the Advanced Grants scheme will available prior to its launch in autumn 2007.

The proposed project.

During the meeting several proposals were evaluated, however in the field of case/control studies all the participants acknowledged that all these ideas are already under development. Among them, we should include the role of the polymorphic copy number variations and the case/case studies for the evaluation of polymorphisms associated with the clinical response to therapies. 

In brief, the most original idea was to propose at the whole genome level what has been done with a small pilot study (on 106 genes, almost in completion) by Landi, Canzian, and Vodicka on the polymorphisms involved in the post-transcriptional regulation of genes. I will circulate very soon two manuscripts (under submission), explaining in detail  the background and the rationale for it.

After a brief explanation of the pilot project, the participants found the idea original and interesting to be pursued. Victor Moreno proposed also to add polymorphisms involved, in a predictable way, in the regulation of gene transcription and splicing. 

Thus, we can summarize the workplan in the following steps:

1) Screen all known genes in the genome for polymorphisms ranking high for their potential to affect gene transcription or translation (efficient methods using algorithms and coming from system biology analysis can help doing it).

2) Carry out a case/control study with a customized array for the selected polymorphisms

3) Validate in vitro the findings coming out from the ca/co study (likely focusing on the top signals).

Innovative aspects:

1) This is an approach allowing a scan at whole-genome level keeping the advantages of the more classical “candidate gene approach”. In fact, differently than from the WGAS, here we propose to use new methods for predicting and studying in ca/co studies only the SNPs with a high biological impact, identified at whole-genome level.

2) The prediction can be carried out either with already established methods (e.g. algorithms already developed), but also can give room to the inventiveness of the researcher (e.g. Victor had something in mind for SNPs within promoters, more proposal are welcome), increasing the innovative aspects of the project.

3) These specific classes of polymorphisms proposed in our research are poorly studied (according to what is available on pubmed, so far), thus new knowledge will be available.

Potential advantages of our approach:

1) The best associated SNPs from ca/co study are verifiable in vitro by the use of relatively simple biomolecular methods, such as luminometric assays on sequencing harboring the different alleles, cloned in suitable vectors (important biological validation of the results);

2) The inflation of statistics, typical of WGAS, will be partially overcome, since the focus will be posed only on SNPs with high a priori probability;

3) WGAS allow the detection of relatively large regions associated with a given disease (30-50Kbp). However, it is not an easy task to intercept the functional elements associated with the disease, unless proceeding with fine mapping on populations with different patterns of linkage disequilibrium. The proposed approach could allow the straight detection of some polymorphisms having a causative role for the disease. 

About the ERC application:

There are several issues raising when an ERC application is considered:

1) Who is going to be the “Principal Investigator”?

2) Since Federica Gemignani’s ERC application is likely rejected, can Victor be part of a second ERC application within 2007?

3) How is the team configured? Should each member of the consortium appear in the application (receiving funds directly from the EU) or, rather, each member will get the money from the PI (the only applicant who appears in the application)?

4) Is the consortium conform to what the ERC is asking for? According to Harry Campbell’s interpretation, it seems that the ERC advanced investigator grant is for a PI with a single group where all the necessary competences are represented, rather than for a PI and 5-6 other experts belonging to complete different institutions and nations.

Possible answers.

(1) In the meeting Federico proposed me as PI, since I had the original idea and took care of the preliminary organization of this consortium. However, as I said in the past, I acknowledge having too few samples to offer, and also, a not big laboratory with Illumina machines and so on. If all members agree I can do the annoying part of preparing the application and coordinating all the members, being a PI de facto; this could be the compensation for the limited contribution in the other aspects. However, I perfectly acknowledge that a PI with a large and solid group in a solid institution could have better chances in the application. I am looking forward to hearing your comments about it.

(2) This will be checked by Victor, Federico, and me calling the specific reference offices in our own countries.

(3) This will be checked by Federico and me, calling the specific reference offices in our own countries.

(4) This will be checked by Federico and me, calling the specific reference offices in our own countries. We should at least keep in mind the possibility of submitting an application to FP7 (next deadline: September 20), if a suitable topic exists in the call, considering also that the EU will fund even more than one application per topic, if the scientific value is high.

Final topic discussed on the meeting: distribution of tasks.

We ended up with the slide reported below:


[image: image1.wmf] 


More comments are welcome.

Expected results:

1) Identification of putative regulatory SNPs associated with (and causative of) CRC

2) Identification of SNPs associated with the clinical response to therapy, using the nested case-case study 

3) Experimental validation of SNPs of points (1) and (2)

What to do next:

1) We decided to start filling a table that will be the basis to understand what are the precise variables collected in each study. Harry and Victor should start making it and circulating to allow the others to fill in. The deadline for having it completed is 20th August 2007; 

2) I remind Victor and Federico to call their FP7 national contact points for ERC and ask them the questions reported above. The answers must agree among different contact points;

3) Discussion for e-mail is welcome about the assignment of the PI.

Many thanks for you precious time attending the meeting and your effort to collaborate intensively.


Stefano Landi
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