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I. Welcome, Introductions, and Meeting Goals (Rosand) 

Jonathan welcomed new participants and gave an overview of concepts of genome-wide linkage and association studies, along with a quick review 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. He reviewed the rapid progress the ISGC has made since its first meeting in April 2007.  Finally, Jonathan spoke about the current challenges that the Consortium faces, focusing in particular on the need for project management as we undertake in earnest our first large-scale collaborations, and the need for continued discussion of issues of governance and administration. 
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) 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.
· The WTCCC has decided to use Affymetrix 6.0 and Illumina 610 to genotype cases and the Illumina 1M to genotype controls.

· There may be additional replication depending on the initial results

· For 1st replication stage (European population), samples must all be at the Sanger Institute by the end of June

· For 2nd replication stage (US population), samples must be at the Broad Institute by September 1

· The samples must be accompanied by manifests, describing minimal phenotypic traits of samples (gender, age, race, case/control status, etc.)

· Remaining variables (19 total) may be sent later—samples are the number 1 priority

· A timeline was requested by the group: this timeline and additional details will be sent out by Steve Bevan and Hugh Markus to the participating centers directly

2) NINDS Meeting (Worrall)

The National Institute of Neurologic Disorders and Stroke held a meeting in 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  participated. 

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

· Agenda of meeting included:

· How would/should a future GWAS look?

· Overview of NCBI, NINDS repository, dbGAP

· New NIH data sharing policy for all NIH funded GWAS data

· Discussion of current collaborative efforts, including the CHARGE group, CARE, REGARDS, and the ISGC

· Addition of an administrative supplement application process to existing NIH grants in order to support additional staff and resources needed for large studies

· Primary goal is for the NIH to support more analysis of existing collected samples, not to support the collection of additional samples

· Conveyed a general level of enthusiasm from the NINDS with regard to this effort. Clear message encouraging collaboration and leveraging existing relationships and resources (NINDS repository). Goal to submit application under an as yet undetermined mechanism within next 6 months.

3) ICH GWAS (Rosand)

· NINDS is funding a whole genome association study for intracerebral hemorrhage, led by Jonathan Rosand.  Consortium member Dan Woo is also expecting to receive funding for a whole genome association study for intracerebral hemorrhage. Jonathan and Dan will work closely together to ensure that the two studies complement each other maximally. 
· This first ICH study builds on a well-established collaboration involving several Consortium members who have been collecting ICH samples for several years. It is open to all who are interested in sharing samples and have collected a minimum required phenotypic dataset, including a CT scan to determine ICH location. Genotyping will be performed at the Broad Institute. 
· The study funding period will begin in June, with genotyping to start in year 1.
· In first year, plan is to genotype spontaneous ICH unrelated to warfarin Warfarin-related ICH cases will be genotyped in later years..

· Jonathan will send out a list of minimum phenotypic variables and a study timeline to centers who wish to participate.

III. Scientific Results
1) Meta-Analysis (Bevan)

Steve Bevan spoke about the necessary steps when performing a meta-analysis.  He gave an example of a SNP of interest that was published by deCODE genetics, and why replication attempts failed.
· The SNP of interest (PDE4D) as a risk factor for ischemic stroke was published by deCODE in 2003.

· Replication studies were unsuccessful at repeating this finding

· After conducting a meta-analysis of 16 studies of variants in PDE4D, it was found that the replication likely failed for three main reasons:
1. Replication populations must be similar to the original population

2. Replication studies must have power that is the same or greater than the original study

3. Replication studies must use the same variables as the original study

2) Synthesizing Genetic Data in Stroke (Sharma)

Pankaj Sharma spoke about the method by which he has conducted meta-analyses of genetic data in stroke. Analyses performed include:
· Relationship between HCy and ischemic stroke
· Effect of ethnicity on ischemic stroke

· Genetic effects upon hemorrhagic stroke risk

· Small versus large vessel ischemic stroke

IV. Governance/Oversight: 

· John Attia inquired regarding the ISGC resources available to the group, particularly what data was available at each site.  John volunteered to collect and compile basic summary data from all sites and to then make this summary file available to the group.

· A discussion was held regarding the need for governance within the group.  After debate, it was generally agreed that some a smaller Executive Committee would be formed in order to address some needs of the group.  Responsibilities of the Executive Committee could include:
· Determining future ISGC meeting dates, locations, and agendas, 

· Helping to coordinate grant applications,

· Responding to Jonathan and Lynelle when necessary

· It was agreed that the first Executive Committee will consist of Jonathan Rosand, two representatives from Europe, two reps from the US, and one rep from Australia.  Representatives were nominated and appointed.  The current reps are:

· Arne Lindgren and Cathie Sudlow (Europe)

· Brad Worrall and another investigator to be named (US)

· Chris Levi (Australia)

· We will review this structure again at our fall meeting to assess its utility.
IV. Genetic Technology Presentations: 
· Fiona Brew (Affymetrix)

· Presentation of current genotyping technologies, including the Affy 6.0 chip

· Future directions at Affy:

· New high throughput system: Automated system based on 96-well plates, very little person effort needed to run plate through from start to finish (30 minutes/day effort), can run 2 plates per day
· “Assay-on-Assay” technology

· “Long-mers”

· Array Prob Ligation (APL)

· Yann Legros (Illumina)

· Tag-based marker SNP selection

· Genome analyzer system: Solexa (Robust Reversible Terminator Chemistry): uses < 1 microgram of DNA

· Applications currently being used: TB resequencing to analyze different bacterial strains for drug resistance

· Base variation detection of targeted genomic region

· Exome capturing using micro-array

· Human genome sequencing: 3.6 million SNP chip

V. Informatics Platform (Cortellini): 
Lynelle presented a mock-up of a data sharing platform currently in use by the NHLBI CARe project.  This platform would allow collaborators to upload genotypic and phenotypic data into a central repository.  Data could then easily be shared among investigators, provided that a point person from each cohort approves the data sharing.  There would also be an option for outside investigators to request data as well, but for now, the group agreed that we should restrict data sharing to within the group only.
VI. Future Meetings:

1) Fall 2008: Boston MA, USA
· Possible dates include October 2-3, November 6-7. November 13-14.
· Please go to http://www.doodle.ch/x34zuqey3mhwnsim and check your preferences. The deadline for submitting your preferences is June 8. 
2) Spring 2009: Dates and locations to be circulated once our fall dates are confirmed.
· Meeting may be in conjunction with ESC in Stockholm, Sweden, although this would force US investigators to travel over the Memorial Day Holiday, which might not be possible for many.  
· Other potential locations:

· Krakow, Poland

· Munich, Germany

· Edinburgh, Scotland/UK

VII. Logo for ISGC 
· Brad presented a draft of an ISGC logo to the group.  There were suggestions to change the general orientation of the logo from vertical to horizontal and to add an image of the 7 continents in the background of the globe.

VIII. Other Projects
· Causative Classification of Stroke (CCS)  Validation Study (Rosand)
· This study is being led by a collaborator from Boston, Hakan Ay.  Because Hakan had to cancel on short notice his plans to come to Nice, Jonathan presented his slides.
· Subtype assignments in the CCS are rule-based (rather than experience-based in the TOAST) and CCS provides level of confidence to subtype assignments.

· Study participants were provided with clinical and imaging summaries of totally unselected and consecutively admitted patients. We randomly selected the month of Aug 2006 and included all patients admitted in this period. The raters have seen that there were very difficult cases with multiple mechanisms—even difficult to interpret for an experienced stroke neurologist. 

· Percentage agreement with other raters was >80% for all raters, which is a very good sign of high agreement.

· Results are not final. Need to clarify many uncertainties in the ratings with individual sites before finalizing our assessments. Initial assessment of agreement in terms of kappa: 0.78 for 5-category and 0.77 for 8-category CCS. This magnitude of agreement is classified as "high". It is close to "excellent (>0.80)"...

· We noticed that some raters have forgotten to enter some of the information supplied in the narratives. For instance, some forgot to enter AF that was clearly stated in the CRF. Obviously, this is not a reflection of utility of the algorithm. Our plan is to provide feedback to the raters about this inconsistency and ask them if they would be willing to rate these cases again. If we assume that they agree with us, then the kappa values will be 0.85, which is almost the same with what had been found in the USA validation study (Stroke 2007). 
· We have also noticed that, with some wording changes in the CCS, we can further improve the reliability of the system. Most confusion occurred because of unclear indication for echocardiography in the narratives. Our intension was to avoid the requirement for echo in patients with typical lacunar infarct or acute dissection, or other causes where there is not much concern about a cardiac source of embolism. Otherwise, if one checks "cardiac evaluation is not done" because of the absence of echo in a typical patient with acute dissection, the subtype assignment will be "incomplete evaluation", which does not make any sense. We will definitely work on this to make it more clear in the future.

· Our goal is to complete the analysis by the end of May.  We will alert all participants as soon as the final analysis is complete. We aim to submit these results to the International Stroke Conference abstract this August.

· White Matter Disease (Rosand)
· The American Heart Association and Bugher Foundation have funded 3 Stroke Genetics and Prevention Centers in the US (Duke, Harvard, University of California –Davis and San Francisco). Jonathan is principal investigator of the program’s whole genome association study for white matter hyperintensity volume in patients with stroke. This is a collaboration involving the other Bugher Centers as well as James and Brad’s Ischemic Stroke Genetics Study Cohort. 
· Jonathan presented the study and outlined opportunities for Consortium members to participate.

IX. Action Items:

· II. Projects:

· Wellcome Trust:

· Hugh Markus will be in touch to schedule a conference call for participating European sites in order to discuss the logistics of sample and data transfer to the Sanger.
· Jonathan Rosand will 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.

· ICH GWAS

· Please contact Jonathan Rosand if you are interested in participating in the ICH GWAS study.  As soon as the grant is awarded, he will initiate regular conference calls for participants.
· III. Oversight/Governance:

· We need a volunteer from a US site to be a part of the Executive Committee

· The Executive Committee will help planning the fall Boston meeting and begin looking for a site for the spring meeting 

· VI. Future Meetings:

· Fall 2008 meeting will take place in Boston, USA.  

· Possible dates include October 2-3, November 6-7. November 13-14.

· Please go to http://www.doodle.ch/x34zuqey3mhwnsim and check your preferences. The deadline for submitting your preferences is June 8. 

· Spring 2009 meeting timing and location to be determined. All members will be surveyed once the details of our fall meeting have been finalized.
· VII. Logo for ISGC

· Please contact Brad Worrall if you have any additional suggestions/ideas for designing the logo
· VIII. Other Projects

· Please contact Hakan Ay with questions about the CCS validation project

· Please contact Jonathan Rosand with questions about the ICH and White Matter Disease projects.
· Martin Dichgans will be supplying an update on the Chromosome 9 project shortly. Please contact him with questions about this project.

