International Stroke Genetics Consortium

First Workshop

July 23-24, London, UK

Host Institution:  St. George’s Hospital and Medical School
Meeting Summary (Action items in bold)
Attendees:

M. Dichgans (Munich)
S. Bevan (St. George’s)
J. Cole (Univ. Maryland)

J. Hardy (ISGS and SWISS Collaboratives)

S. Kittner (Univ. Maryland)

A. Lindgren (Lund)
H. Markus (St. George’s)

J. Meschia (ISGS and SWISS Collaboratives)
B. Mitchell (Univ. Maryland)

J. Rosand (MGH and GOCHA Collaborative)
M. Sale (VISP collaborative)
A. Slowik (Cracow)
D. Woo (Univ. Cincinnati)
B. Worrall (ISGS and SWISS Collaboratives)
Unable to attend:
M. Cushman (REGARDS)
P. De Bakker (BROAD)
K. Furie (MGH)
O. Happola (Helsinki)
G. Howard (REGARDS)

K. Illoh (Univ. Texas-Houston)
M.J.  Macleod (Aberdeen)
D. Milewicz (Univ. Texas-Houston)

O. Menander (Malmo)

J. Montaner (Barcelona)

B. Norrving (Lund)

S. Rich (ISGS and SWISS Collaboratives)

P. Rothwell (Oxford)

C. Tzourio (INSERM, France)

S. Waddy (Emory)
A. 
Welcome (Hugh)
B. 
Recap of April planning meeting and progress since that meeting (Jonathan)

C.
Individual introductions with descriptions of individual sample collections (group)
C. 
Discussion of different collaborative models (Hugh)

See attached slides (Markus to send slides to Rosand for distribution). Of note, John Hardy shared his experience with ALS WGAS in which there are currently 4 different groups working together and it took the ALS foundation to bring them together and conduct a joint analysis of all data.
D.
Report of phenotyping committee (James). Reviewed slide summary of data sheets returned. (Meschia to send slides to Rosand for distribution) Of note, replies were not received from all participants. We discussed plans for initial minimal dataset. Action item for every member: The group worked out a list of 15 ISGC data elements to be requested from each participating site. (Rosand will send draft of dataform to Kittner and Woo to pilot and then, once kinks worked out, to Rosand to send out by July 31 if possible). The group agreed upon instructions to all group members when they receive a copy of the blank dataform: 1) Fill out the variables on an Excel spreadsheet for each subject with available DNA and 2) Supply explanations for how each variable was determined (by history, measurement (actual level of cholesterol or other), radiographic report, etc)., 3) Obtain local IRB approval to send this de-identified information to the Consortium. The purposes of having all sites compile such a dataform and send it to the Consortium to assemble a unified dataset are 1) to assemble a minimum common dataset for use in the feasibility study described below, 2) to determine the heterogeneity of data collection across sites. The Consortium will not publicly present or publish any of these data until all individual contributors have reviewed the assembled Consortium dataset and approved its use. 

Note that we did not have time to discuss ICH at the level of a common phenotyping dataset. This can be done at November meeting.
E. 
Report of Genetics Subcommittee (Dan) (Woo to send slides to Rosand for distribution to group). Discussed use of google discussion group, mechanics of moving samples to central site, issues involved in different whole genome SNP analysis platforms, imputation, projected costs, projected power for single large whole genome association study. Particular issues raised included: 1) How to handle the possibility that constituent sample subsets may be genotyped on different platforms, 2) how to move ahead with both separate small studies and one large coordinated study, 3) how to approach the issue of whole genome amplified vs. non-amplified samples, 4) buccal swab samples vs. whole blood samples, 5) how much DNA is available per subject?  Finally, the attractiveness of using shared controls along the lines of the UK Wellcome Trust Case-Control Consortium and others came up repeatedly (Need a volunteer to investigate the availability of shared controls that would be genetically and epidemiologically compatible with each site’s cases as the viability of this approach could have a major impact on the design (and cost) of future grant applications to NIH at least)
F.
Fundraising/Grants/Studies (Jonathan, John, the group)
Potential studies discussed

1) Whole genome association

a. Wellcome Trust Announcement for the UK—proposals due September 15. Each sample must have 10 micrograms of DNA. Strong preference for looking at younger patients if possible. (Marcus to prepare application with collaboration from Consortium. He will approach Peter Rothwell’s group and invite to join Consortium) (Rosand to draft one page consortium statement for use as needed in member grants)
b. Polish grant opportunity for whole genome association due in December. (Slowik to prepare application with collaboration from Consortium)
c. Fondation Leducq Transatlantic Networks of Excellence (Cole to investigate details with Rosand, as a first step, we will need CVs from every member of the Consortium)  We remarked that it would be prudent to approach Christophe Tzourio and Didier Lees in particular.
d. NIH grant approaches: There was much discussion about the relative merits of proposing a single large expensive project vs. multiple coordinated smaller projects. (Mitchell and Woo will approach NINDS program officials for guidance)

e. Private fundraising. Rosand reported on local progress in Boston with >200K pledged through efforts led by Karen Furie. Proposed plans for use of these funds include support of a feasibility project as well as development of a centralized Consortium database and informatics platform. (Rosand and Furie to formalize the proposal for use of funds to support Consortium activities)
f. Already funded whole genome genotyping efforts

i. ISGS samples (Meschia, Worrall, Hardy et al): Illumina, funded by NIH

ii. MGH samples (Rosand and Furie): Affymetrix, funded by Bugher-American Heart Association (Rosand to investigate whether Illumina will be willing to provide substitute chips at competitive price in order to make more compatible with ISGS genotyping efforts)
iii. Cincinnati samples (Woo): Affymetrix and Illumina
2) Feasibility/demonstration projects

a. Genotype AF SNPs from recent DeCODE publication—to assess as risk factors for stroke with and without atrial fibrillation (Rosand to distribute 1) original publication in Nature and 2)Taqman assay design to members to enable genotyping on their own)
i. One page letter of principles guiding this feasibility project (Rosand to draft)

1. Participation is open to any site that submits an acceptable minimum phenotypic dataset to the central Consortium databank.

2. Participation is completely optional

3. Genotyping will be performed at each local site with costs supported by local sites

4. Analysis will be performed centrally by Bevan, Mitchell, Sale or anyone else with the interest to do this

5. Manuscript drafting will be coordinated by Rosand

6. Authorship will be assigned to the Consortium

7. An appendix will be included, which will list all participating individuals grouped by institution or study group (e.g. ISGS). Listing of institutions/groups will be alphabetical.

8. None of these principles are binding for future Consortium projects.

b. Genotype all novel CAD variants as they are published to assess for role in stroke

i. Genotype common variants on chromosome 9 as risk factors for stroke (Dichgans to distribute list of SNPs and assay designs to Rosand for distribution to the group)  (Bevan to serve as Consortium expert on design of these assays—Sale and others with expertise to collaborate as necessary)
3) Fondation Leducq Transatlantic Networks of Excellence (Cole to investigate details with Rosand)

4) Other possibilities: James suggested a coordinated statistical application to NIH
Other items discussed
Announcements and public relations
1) Poster to ongoing trials at ISC (Volunteer needed to coordinate and take responsibility for submitting)
2) Website (Markus to post announcement of meeting on his web site for now)
3) STROKE editorial: We discussed the possibility of publishing a brief opinion piece on the need for and establishment of the Consortium, noting that there have been many extraordinary recent advances in the genetics of other complex diseases and that the there is a pressing need for the stroke community to assemble a large consortium capable of discovering the genes for stroke. (Markus to have informal conversation with Vladimir as a way of identifying the right approach)
Logistics/Communication

1) Newsletter (Woo to prepare for distribution to the group)
2) We will set-up regular monthly conference calls (Rosand to coordinate scheduling and funding)

3) Next Workshop scheduled for Baltimore USA Nov 2 and 3. Participants should plan to arrive in time for dinner November 2 and can leave late afternoon and evening before dinner November 3. There will not be a pre-planned dinner for November 3. (Kittner and colleagues to serve as hosts). The overall plan for which participants voiced support was to have the meeting location bounce between Europe and North America for the time being.
4) Adding sites. Participants are receptive to adding interested sites and generally voiced support for being open to having anyone join the Consortium with an interest and resources to contribute
