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I. Welcome and Overview (Rosand) 

Jonathan welcomed new participants and gave an overview of recent genetic discoveries in other complex diseases. In particular, he highlighted that even the largest whole genome association studies completed to date have been relatively underpowered to identify the novel loci they have discovered. This suggests that there are many more common genetic variants in the genome that confer risk to disease that are yet to be discovered. Jonathan also highlighted the effects of recently discovered risk genes in age-related macular degeneration and Crohn disease on biological research in those diseases. He also emphasized the importance of well-phenotyped samples. Jonathan highlighted the extraordinary success of deCODE genetics in discovering risk variants for multiple traits, emphasizing the approach of combining deep phenotyping with deep genotyping to yield many whole genome scans from a single genotyping effort. Finally, he reviewed the rapid progress the ISGC has made since its first meeting in April 2007.  

The consortium is open to everyone who can contribute time, expertise, and resources to our mission to identify the role of genetic variation in the pathogenesis of cerebrovascular disease and to bring the benefits of genetic discoveries to help our patients.
A comment on grant structures was made: European research awards tend not to include salary support for lead investigators, while in the USA, principal and co-investigators depend on grants from the NIH for their salaries. Thus as our transatlantic and global collaborations continue to grow, the ISGC will have to continually strategize on how best to support our collaborative efforts financially.

II. Project Updates:
1) Chr 9 Locus Study (Dichgans)- 

· Hypotheses: 1) CHR9 locus is significantly associated with risk of Ischemic Stroke; 2) CHR9 locus is most associated with large vessel disease; 3) The association with IS is independent of the association between CHR9 and CAD/MI.

· Preliminary Results: 1) CHR9 is not associated with overall IS; 2) CHR9 is associated with large artery stroke; 3) and this relationship is independent of MI
· Still To Do:

· Secure self-described race/ethnicity from the Boston cohort
· Additional genotyping for the Krakow cohort
· Systematically assess for genotyping error and develop approaches to assessing genotyping approaches at each site for uniformity. For example, Hardy-Weinberg equilibrium was not upheld for some of the SNPs in the Baltimore and Ischemic Stroke Genetics Study cohorts.
· Manuscript writing

· Description of cohorts in a simple/concise manner

· Finalize the author list
· Issues raised by other members:

· Noise from genotyping at multiple sites

· Might imputation analyses be a helpful way to include data from other cohorts that have not been genotyped at the same loci as this current effort led by our Munich site?
· What is the best way to analyze the data? Should we pool it or meta-analyze across sites?
2) Wellcome Trust Award (Markus)

· This is a genome-wide association study of ischemic stroke. 

· Three Phases of study

1. Genome-wide scan (to be performed at a single center in the UK) that will utilize controls from the  UK and German populations already genotyped by the Wellcome Trust and KORA (~4000 cases and 4000 controls)

2. Replication within the European population (~4000 cases and 3000 controls)

3. Replication at Broad Institute of all US samples (~3000 cases and 3000 controls). Participating US sites will have to send samples to Broad for genotyping.
· Any other sites that would like to participate are welcome- please let Hugh know ASAP because he may be able to negotiate with Wellcome for a larger award

· Issues raised by other members:

· When would samples need to be provided to the Wellcome Trust? 

· Unclear at this time, likely in ~3 months

· What ethnic groups are included?

· White, black, Asian, Australian
3) The National Institute of Neurologic Disorders and Stroke has called a meeting for April to bring together investigators they have funded for genetic studies of stroke in an effort to develop the most efficient approach to genome-wide association studies for stroke. Many ISGC members will be participating. 

· In anticipation of this meeting ISGC members are preparing as complete a catalog as possible of our joint sample collections. James Meschia is leading this effort. Data from 7 sites and 13 studies (>12,000 subjects)

· Demographics:

· Type of stroke, age, gender, race ethnicity

· Most between 55 and 84 years of age

· Collaborate with NINDS/Coriell

· Discussion of “hold” on federal funding for GWAS in stroke
· Only funding studies with budget < 500K per year

· Meeting in April at NIH to proceed regarding GWAS in stroke

4) Dan Woo followed up with a discussion of the efficiency of different designs for whole genome association studies of stroke
· Advantages and disadvantages of single stage vs. two-stage 
· Single stage

· Advantages: All samples are genotyped at once- reduces noise; very flexible because have all data from outset and can test many hypotheses- limited only by phenotypic variables collected

· Disadvantage: Price- twice as expensive as two-stage

· Two-Stage

· Advantage: Much less expensive with ~same power as single stage

· Disadvantage: Wait to get results from first stage before proceeding with second; not as flexible because only genotyped a percentage of SNPs in the human genome
5) ICH GWAS (Rosand)

· NINDS now appears very likely to fund two separate whole genome association studies for intracerebral hemorrhage. Both are led by members of the ISGC (Rosand and Woo). 

· The Rosand study is open to all who are interested in sharing samples and have collected a minimum required phenotypic dataset. Genotyping will be performed at the Broad Institute. More details on this project will be presented in Nice in May and ISGC members will continue to be solicited by email over the next two months for their willingness to participate. 
· The Woo study will genotype samples collected within a population-based framework of Cincinnati USA. Rosand and Woo will work together closely on both studies to make sure they complement each other’s aims in a synergistic manner. More details on this project will be presented in Nice in May.
III. Project Proposal Form:

· Provide all deadlines for projects on top of first page
· All project proposals should be sent to Lynelle, who will then distribute to the rest of the group

IV. Disclosing Collaborations and Projects:
· There will be a form developed for investigators to disclose current projects and collaborations

· This list will be located on a password protected area of the ISGC website so that only ISGC members will have access to this information

· Disclosures can include as much or as little information as the investigator feels is appropriate

· All disclosures are encouraged in the spirit of collaboration but are not mandatory

V. Corporate Funding

1) Motif Biosciences (Kittner)

· Motif willing to collaborate with ISGC and to share intellectual property with all participating sites
2) Illumina and Affymetrix (Rosand)

· Both companies are interested in collaboration/sponsorship relationship with ISGC

· Both will plan to send representative to ISGC workshop in Nice to present new science/technology to the group

VI. Future Meetings:
1) Nice, France- May 11 and 12
· More information to follow
2) Boston MA, USA- Fall 2008

3) World Stroke Congress- Vienna, Austria- September 24-27, 2008

· Abstracts due on March 25

· Volunteer from the group to present poster?

VII. Logo for ISGC 
· Brad Worrall to lead

VIII. ISGC Website
· Password-protected and public sections of the website
· General aggregate data to be posted

· Add links to public data (e.g. dbGAP)

· Include database of past and ongoing genetics projects at each site

· List all involved investigator names from each participating site

IX. Action Items:

· II. Projects:

· CHR9:

· Martin Dichgans will lead this effort and keep in touch directly with participating centers.
· Wellcome Trust:

· Hugh Markus will lead this effort and communicate directly with participating centers in Europe. Remember that participation is still open to any other sites with a wish to join- please contact Hugh Markus as soon as possible if interested.

· Jonathan Rosand has agreed to spearhead the US sample collection and genotyping for replication. Once Hugh and he have worked out the timelines and financing for this phase, he will be in touch with US sites.

· III. Project Proposal Form:

· Project Proposal form to be shortened and circulated to the Consortium for approval.
· IV. Disclosures:

· Disclosure form to be developed and circulated to the Consortium for approval.
· VI. Future Meetings:

· More information regarding the meeting in Nice will be forthcoming

· We will agree on a date for fall 2008 in Boston when we convene in Nice.

· Need a volunteer to present a poster at WSC in Vienna

· VII. Logo for ISGC

· Please contact Brad Worrall if you have any suggestions/ideas for designing the logo

· VIII. Website updates
· Each site please send a list of investigators at that site to Lynelle
· Each site please send a list of past and ongoing genetics projects to Lynelle once you receive the finalized form (see above, Action Item IV).
