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PREPARATORY WORKSHOP FOR THE EUROCORES PROGRAMME



EUROHEART

22 November 2007, Brussels

Minutes
EUROCORES Coordinators: Dr. Fiona Kernan, Dr. Thomas Bruhn
Participants: 
Dr. Thomas Bruhn, European Science Foundation


Mrs. Monica Cruceru, The National University Research Council (NURC) RO

Dr. Christakis Damianou, Research Promotion Foundation, CY


Professor John Danesh, Proposer, University of Cambridge, UK 

Mr. Mihail-Eugen Hinescu, University of Medicine and Pharmacy, RO


Dr. Fiona Kernan, European Science Foundation 

Dr. Jus Ksela (replacing Dr. Kosir Gorazd), Teaching Hospital Maribor, Sl Professor Olga Krizanova, Institute of Molecular Physiology and Genetics, SK

 
Dr. Svenje Mehlert, European Science Foundation, 

Dr. Salvatore Panico, Co-Proposer, Universita di Napoli Federico II, IT

Dr. Alexandre Persu, National Fund for Scientific Research (FNRS) BE 

Dr. Mark Pitman, Medical Research Council, UK 

Ms. Natalia V. Rivera, National Research Council (CNR), IT

Professor Stig A. Slordahl, The Research Council of Norway, NO 

Professor Nick Wareham, Co-Proposer, Medical Research Council, UK  

Dr. Frank Wissing, German Research Foundation (DFG) DE
Dr. Bruhn opened the meeting and welcomed the participants to the Preparatory Workshop for the EuroHEART programme. He then gave an introduction to the European Science Foundation and the EUROCORES scheme
.
Professor Danesh, the principal proposer of EuroHEART, then presented the background and objectives of this theme, which aims to study the interactions of genetic and lifestyle factors on the incidence of coronary heart disease. He addressed the following key issues, including: the pan-European rationale; the need for a prospective study; and the advantages of integrating knowledge on genes, lifestyles and biomarkers in the same individuals
. 
In summary, there are striking variations in coronary disease rates across Europe and the diversity in lifestyle factors, particularly diet, among countries facilitates scientific discovery. There is an opportunity in Europe to use and build on existing studies and expertise and to promote cross-institutional interdisciplinary collaboration among scientists in different countries. It is essential to assess initially healthy people and monitor them for new coronary occurrences, in order to avoid potentially important biases and ensure a standardised approach to the collection of information on habits and lifestyles. In practical terms, this means that a study of several hundred thousand initially healthy participants that is begun today would take about a decade for 
enough coronary incidences to occur to enable reliable analysis of potential gene and lifestyle combined effects.            
By studying these interactions, the potential benefits for tackling a disease that accounts for 1 in 2 deaths world-wide include: optimum targeting of preventative action; identification of causal biomarkers; enhancing strategies to predict coronary risk; capacity-building in Europe in the strategic areas of population health, genomics, life sciences and biotechnology. 
Professor Wareham, a co-proposer, then added to the presentation with several remarks, including that in Europe there is the advantage of having a heterogeneous population, compared to other population groups such as the United States, where most of the studies on the Mediterannean diet have been done.
Following the presentation, the floor was opened to discussion by Dr. Mehlert. Professor Slordahl commented on existing studies in Norway, including the The Nord-Trøndelag Health Study (HUNT)
, which had a high response rate and now requires networking with other studies. Dr. Wissing also asked how this theme would relate to Framework 7 and other studies including MORGAM
. Professor Danesh emphasised that EuroHEART is a theme and there are a number of different frameworks which can fit the theme, of which EPIC
 is one.  (EPIC - European Prospective Investigation into Cancer and Nutrition - is a study of diet and health involving about 520 000 middle-aged Europeans from 10 European coutries). Dr. Persu commented that in the draft Call for Outline Proposals, there should be a greater emphasis on genome-wide approach to scanning and Professor Danesh agreed to modify the text accordingly. 
Dr. Mehlert then asked each representative for their views on the proposal and discussions thus far:
Professor Slordahl commented that in Norway, population based surveys are top priority and that the successful HUNT Study represents approximately 70% of the population. 
Ms. Natalia V. Rivera raised the question of authorship, as EuroHEART would potentially involve many researchers, but Professor Danesh stated that there were enough examples to show that there are several strategies for dealing with this issue.

Dr. Jus Ksela said that the proposal was interesting and briefly outlined that in Slovenia there are biobanking databases with plans underway to connect them. 
Dr. Frank Wissing indicated that the approach taken by EuroHEART is a good one and addressing the ESF is the way to move forward. He raised the issue of how the theme would fit into the framework of EUROCORES and whether TOPCORES would be a suitable instrument. 
Professor Olga Krizanova commented that they are currently building a database and that the issue of standardisation with other countries was one that had not been considered yet. She also raised the issue of consent as in Slovakia written approval is required from each patient. Professor Danesh responded that for the case of EPIC, a central ethics panel ensures that the samples are used with the requirements of national countries.  
Mr. Mihail-Eugen Hinescu asked whether the Call could be modified to include applications for Individual Projects (IPs) addressing standardisation in Eastern European countries. Professor Danesh agreed on the importance of seeding activities and supporting new networks, which could benefit from experience elsewhere in Europe.
Dr. Alexandre Persu remarked that he would be providing positive feedback to the FNRS and said that although Belgium was not a participating country in the EPIC study, could researchers analyse existing samples or develop a new database in the framework of the programme. Professor Danesh agreed both were possible. 
Dr. Christakis Damianou commented that it was an interesting proposal and several institutions in Cyprus would be keen to be involved. 
Dr. Kernan then provided feedback based on e-mail/telephone communication with The Danish Agency for Science, Technology and Innovation, the Austrian Science Fund (FWF)
 and the Swedish Research Council. 
Dr. Mark Pitman remarked that EuroHEART is strategically very important and builds on 
existing cohorts. He raised the issue of how to shape the programme towards a 
EUROCORES or whether a new model was necessary.
There was then a discussion on whether a EUROCORES or TOPCORES Programme was best suited for EuroHEART. Following arguments against TOPCORES, the main one being that the instrument is not yet running, which could delay programme launching, there was agreement to have an open Call with competing proposals, embedding within the call proposals for capacity-building and training aspects on standardisation in previously comparatively understudied regions of Europe.
Dr. Pitman raised the issue of finance, as funding requests to the MOs could be potentially very high. As the IPs for the main cohort study could be more costly, he suggested that the requests should be based on figures, rather than the number of IPs. Dr. Wissing agreed that the commitment in the German Research Foundation could also be done this way. 
Following lunch, Professor Danesh presented a proposal to the workshop participants on the potential framework for the EuroHEART Programme. He proposed that there would be: (i) a pan-European discovery study involving already harmonised cohorts to investigate rapidly the combined effects of genetic and major lifestyle factors and (ii) a pan-European replication / validation study involving cohorts capable of harmonisation to provide independent evaluation of promising findings from the discovery study. Both of these studies could then incorporate IPs focusing on training and standardisation in countries where this is required. The second study would use the results from the first study and would spend the first 12-24 months of the programme preparing samples, harmonising databases, conducting validating studies, etc. while the data was being generated by the discovery study. There was strong support from all present to have an open call, so the best group was selected for the integrated study.
Based on these discussions the draft Call text was modified
. 
Actions

1. To raise the issue of the length of programme funding with the interested funding organisations as 3+ (up to 5) years would be recommended for this study. 
Dr. Kernan/Dr. Bruhn/Dr. Mehlert
2. To complete the draft Call text and circulate to workshop participants and other interested funding agencies for comments. 
Prof. Danesh/Prof. Wareham/Dr. Panico
3. To request information from Eastern European funding agencies on the setting up of cohorts.
Dr. Kernan/Dr. Bruhn/Dr. Mehlert 
4. To circulate information on the EuroHEART Programme to other potentially interested organisations, including The Wellcome Trust, the British Heart Foundation etc.

Dr. Kernan/Dr. Bruhn
Appendix I
Response from the Austrian Science Fund (FWF) via e-mail on November 19 2007

The draft Call text reads more open, which is in line with the opinion of the FWF, to allow the participation of a wider scientific community, which makes more sense in scientific terms. In this respect we ask ESF to safeguard that participation in EuroHeart is possible on equal terms for scientists working on other studies, moreover as some of these studies are even more focused on cardiovascular diseases (e.g. KORA, Copenhagen City Heart Study, MORGAM, etc). This refers to the Call text as well as to the reviewing process. 
 
As an element of the Call text, the FWF suggests the following phrase:
 
"Prospectively collected cohorts of healthy individuals, well characterized patient populations with objectively confirmed coronary artery disease, or other well characterized large cohorts represent excellent human genetic research biobanks to study the interplay of genetic and lifestyle factors determining the risk of coronary artery disease. New biomarkers or candidate genes/haplotypes/diplotypes should be identified either by genome wide screening methods or high density sequencing approaches or other innovative techniques. Functional analyses, use of suitable cell culture or optional animal models or optional prospective trials testing new treatment strategies should verify the biochemical functions and mechanisms of candidate genes. The proposal should aim at a better understanding of the etiology of CHD and the interplay with lifestyle factors, and should enable development and refinement of CHD prevention strategies."
 
Appendix II
Draft Call for EuroHEART Outline Proposals

Draft 3 December 2007

EuroHEART

Identifying the combined effects of genetic and major lifestyle factors 

in coronary heart disease across Europe

CALL FOR OUTLINE PROPOSALS

BACKGROUND AND OBJECTIVES 

Cardiovascular disease accounts for almost 1 in every 2 adult deaths worldwide and accounts for about €200 billion in economic costs per year in the European Union alone. Coronary heart disease, its major manifestation, is the single leading cause of death in Europe and a major source of disability, with considerable variation in incidence rates across different regional areas.

The tendency for coronary disease to cluster in families suggests that genetic variation importantly influences CHD risk. Although the pattern of variation of the incidence of coronary disease suggests that the condition originates from an interaction between genetic and lifestyle / behavioural factors, the quantitative interplay of these factors remains poorly understood. Such knowledge is important for a full understanding of the causes of coronary heart disease. It is also necessary for the development of disease prevention strategies, such as optimum targeting of interventions and identification of targets for novel therapeutics. An important implication of the reliable demonstration of gene-lifestyle interactions is that they may suggest approaches for modifying the effects of deleterious genes by avoiding deleterious lifestyle exposures.

In view of the recent availability of technologies that enable comprehensive assessment of genetic variation (such as genomewide association scans) and biomarkers of intermediate causal pathways, it is now extremely timely to address such questions in a way that can substantially advance understanding and develop novel preventative strategies. 

SCIENTIFIC GOALS

The goals of EuroHEART are: 

(i) to identify the separate and combined influences of genetic and major lifestyle factors in determining the incidence of coronary heart disease, including studies of biomarkers in potential causal intermediate pathways, in existing already harmonised population-based cohorts across Europe 

(ii) to validate and evaluate promising findings in a separate network of population-based cohort studies   

(iii) to develop scientific capacity to undertake population-based cohort studies enabling the establishment and harmonisation of such studies in previously comparatively under-studied regions of Europe where the burden of cardiovascular disease is particularly high

ANTICIPATED STRUCTURE

EuroHEART will include two distinct funding opportunities:

1. Pan-European discovery investigations of the combined effects of genetic and lifestyle factors

Studies are encouraged with adequate statistical power for such analyses, particularly those with careful assessments of major lifestyle factors (such as diet and physical activity and psychosocial factors). It is anticipated that only one collaborative research project is likely to be funded under this heading.

EuroHEART will focus on the following objectives:

● To study the major genetic determinants of coronary disease in Europe and to determine if they are modified by components of diet, physical activity and other lifestyle factors that predict the risk of coronary disease

● To identify biomarkers of intermediate causal pathways in coronary disease (particularly those related to genetic and lifestyle determinants) 

● To engage in capacity-building to establish a European framework for the establishment and harmonisation of population-based cohorts in previously understudied regions of Europe where the burden of cardiovascular disease is particularly high

It is essential that studies involve the efficient use of already harmonised existing large-scale, pan-European population-based prospective cohorts (ie, reflecting the diversity of lifestyles and genetic variation across Europe). It is necessary that suitable studies have already: (i) recorded key lifestyle factors, notably diet and physical activity, in a comprehensive and standardized fashion among initially healthy participants (including studies to ensure comparability of information recorded across different countries); (ii) accrued sufficient numbers of incident major coronary outcomes for reliable assessment of gene-lifestyle interactions. 

Cross-disciplinary approach

EuroHEART proposes a competitive European framework to study the interplay of genetic and lifestyle factors on the incidence of major clinical coronary outcomes. An essential aspect of the programme is the promotion of cross-disciplinary studies. This feature requires combination of expertise in cardiovascular disease epidemiology, nutrition, genetics, biomarkers and biostatistics. Careful phenotyping at the initial assessment is required to ensure informative characterisation of habits, major lifestyles, socioeconomic circumstances and anthropometry of participants recruited into cohort studies.  Such assessments involve informative assessment of dietary intake and physical activity of study participants across European regions, using methods that enable harmonisation of findings from different centres (such as calibration sub-studies). 

Studies will record and validate incident major clinical coronary outcomes, such as coronary death and myocardial infarction, in sufficient numbers to enable adequately powered assessments of gene-lifestyle interactions. Laboratory-based approaches may maximise the opportunities afforded by new technologies, such as genomewide association scans, as well as approaches to study biomarkers in potential causal intermediate pathways. Biostatistical approaches will involve methods that protect against false-discovery and put findings in the context of other relevant data (including meta-analysis). Priority will be given to proposals with translational components, such as those exploring implications of findings for the development of preventative strategies and of clinical risk stratification algorithms.

RESEARCH TOPICS

Genetic and lifestyle determinants of coronary disease

This topic will explore the impact of genetic variation on the incidence of major clinical coronary outcomes (ie, coronary death and myocardial infarction), and the interplay of such variation with major lifestyle factors. Projects are encouraged that make use of technical advancements in genetic assays, such as arrays enabling the assessment of hundreds of thousands of genetic markers in genomewide association scans. Examples of research questions:

● What are the unrecognised but important common genetic determinants of coronary disease in European populations? How are they modified by major lifestyle factors?

● What are the components of diet and physical activity that predict risk of coronary disease in European populations? 

● How can cardio-preventative strategies be developed and tested, based on an understanding of gene-lifestyle interactions?

Biomarkers of intermediate causal pathways

This topic will explore associations of biomarkers of potentially intermediate causal pathways with the incidence of coronary heart disease. Projects are encouraged that involve both conventional candidate biomarker studies and comprehensive assumption-free approaches (eg, metabolomics). This information can be integrated with the genetic and lifestyle data generated in the section above to enable multi-dimensional analyses, including causal inferences by Mendelian randomisation analyses. Examples of research questions:

●  To what extent does measurement of various circulating candidate biomarkers, either singly or in combination (including with genetic and lifestyle information), enhance the prediction of coronary disease in European populations? How should this information be used to alter existing strategies of clinical risk stratification?

● To what extent can various platforms enabling assumption-free analyses of plasma components identify novel pathways in the development of coronary disease? 

● To what extent can focused integration of data on biomarkers, their genetic determinants, and coronary incidence (ie, Mendelian randomisation analyses) yield causal inferences to identify novel therapeutic targets in coronary heart disease?   

Capacity-building in previously understudied regions of Europe

This topic will contribute to the establishment of a European framework suitable for the creation and harmonisation of prospective population-based cohorts capable of studying the combined effects of genetic and major lifestyle factors in previously understudied regions of Europe where the burden of cardiovascular disease is particularly high. Examples of research topics:

● Identification of currently limiting factors in relation to the establishment of population-based cohort studies, particularly in recent and new entrant countries to the EU at high-risk of cardiovascular diseases

● Proposals to harness the experience of existing population-based cohorts in order to maximally facilitate the establishment of new cohorts in these regions (eg, technology and skills transfer)

● Identification of environmental exposures (eg, rapid changes in dietary patterns following sociopolitical changes) that require specific characterisation in the context of studies of cardiovascular disease in previously understudied, high-risk European regions, and development of instruments to assess them accurately 

2. Pan-European replication / validation investigations of the interplay of genetic and lifestyle factors

This separate funding opportunity will also involve efficient use of existing large-scale, pan-European population-based prospective studies (ie, reflecting the diversity of lifestyles and genetic variation across Europe). It is necessary that studies: (i) have recorded key lifestyle factors in a comprehensive and standardised fashion among initially healthy participants, (ii) are capable of suitable harmonisation within the early part of the project timeframe, and (iii) have accrued sufficient numbers of incident major coronary outcomes for reliable validation / replication studies. Proposals under this heading will be given priority that have demonstrable linkages and/or collaborative intent with studies eligible for funding under the discovery investigation call (ie, heading number 1 above). Examples of research topics:

● To harmonise and standardise databases and biobanks with a view to replication/validation studies of gene-lifestyle interactions

● To conduct validation studies in cohorts different from those in which the discovery findings have been generated 

● To engage in capacity-building to establish a European framework for the establishment and harmonisation of population-based cohorts in previously understudied regions of Europe where the burden of cardiovascular disease is particularly high

It is expected that projects under this heading will draw on interdisciplinary expertise.

� PowerPoint presentation is available on request from the ESF


� PowerPoint presentation is available on request from the ESF and will be available on the website � HYPERLINK "http://www.esf.org/euroheart" ��www.esf.org/euroheart� from mid-December 2007 onwards.


� www.hunt.ntnu.no/index.php?side=english


� www.ktl.fi/morgam/


� www.iarc.fr/epic/


� See appendix for e-mail text


� See appendix for draft Call text 
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