ESF-Sponsored International Myositis Genetics Conference

Conference Report 
1. Summary: 
As Myositis is so rare, undertaking Myositis genetic research had proved extremely difficult prior to 2000, because of lack of statistical power. This problem had, over the last decade or more, prompted independent whole UK, whole EU and whole US collaborative recruitment efforts, and these efforts are proving very good at detecting clinical and genetic associations around the HLA region. However, searching for non-HLA susceptibility would require a genome wide association (GWAS) approach, and experience in other autoimmune diseases, such as rheumatoid arthritis and diabetes, taught that thousands of cases are required to generate sufficient statistical power to discover non-HLA susceptibility genes which would all likely have a genetic effect size lower than those around the HLA region. Thus was born the international Myositis genetic collaboration (i.e MYOGEN). This brought together the UK, EU and US genetic efforts under one roof in terms of case recruitment, and this has provided the ability to undertake an exploratory and a validation GWAS in dermatomyositis (DM), the first ever DM GWAS. Even after 10 years or more, and with full MYOGEN collaborative recruitment, the cohort sizes produced for each scan were only ~550 cases, despite these huge international efforts. Over the last 2-3 years MYOGEN members have together generated sufficient funds to permit these exploratory and validation scans to be undertaken in the Feinstein Institute in New York, and under the directorship of Prof Peter Gregersen, made famous within rheumatology for discovering the shared epitope genes so important for conferring disease susceptibility in rheumatoid arthritis. The importance of this first International Myositis Genetics conference was that, for the first time, all MYOGEN members (consisting of rheumatologists, paediatricians, neurologists and scientists) were brought together under one roof and to hear and discuss the results of these first ever DM GWAS. The two day meeting was structured to enable all participants to understand the methods and rational for the GWAS, and to understand the benefits and weaknesses of the technique. Towards the end of day two, Peter Gregersen carefully took the audience through the DM GWAS results. It was clear that, as expected from the GWAS results from other autoimmune diseases, the largest genetic effects on susceptibility were in the HLA region, and in fact whole genome significance was only reached in this region. This result initially appeared considerably disappointing, given the huge efforts required toi get the work this far, but Prof Gregersen then pointed out that there was clear evidence that many of the “pan-autoimmune disease” susceptibility genes were over represented in the DM GWAS, so providing the first evidence the DM susceptibility, like that of other autoimmune diseases, is governed has multiple gene effects working together to produce disease. The meeting finalised with important discussions regarding publication and authorship issues. It was decided that the first paper would be aimed at a high impact factor journal, such as the Lancet, and this first paper is now in draft form. In discussions during the meeting itself, and at the conference dinner, most participants seemed to agree that the meeting content and speakers were excellent, and the venue of high quality. The local organiser (Prof Robert Cooper) and the European Myositis Networking Program Steering Committee Members would like to sincerely thank the ESF for the logistic and financial support provided.

2. Scientific content and discussion: 
Prior to the two day International Myositis Conference our European Myositis Network (EnMyoNet) Steering Committee met to discuss progress made in planning the 2011 Myositis Summer School event in Stockholm, and various other issues. Prof Robert Cooper then formally opened the International Myositis Genetics conference by welcoming all participants, and reminding them just how much grinding effort had gone into getting our international Myositis Genetic collaboration (MYOGEN) to the exciting point of being able to deliver a first GWAS in DM. Ingrid Lundberg, main author of the successful networking program grant from European Science Foundation which funded our conference, explained the drive behind the formation of EuMyoNet, and why this was so vital to ongoing EU Myositis research efforts. Thereafter the meeting proper commenced with comprehensive lectures describing new Myositis specific antibodies, Neil McHugh’s lecture updating on many new antibodies while Dr Peter Charles discussed the utility of newer commercial detection methods which will become increasingly important to clinicians specialising in Myositis patient care. Given that the central reason for the conference was the first presentation of our DM GWAS results, two lectures discussed the cumulative international GWAS results in rheumatoid arthritis, and the results of a much more recent Scleroderma GWAS. These were superlative talks by Profs Jane Worthington and Tim Radstake, and which demonstrated the power of the GWAS approach, but hinted at the huge number of cases required to provide the statistical power required to discover susceptibility genes outside of the HLA region. During the second day, Dr Janine Lamb discussed potential pitfalls of using heterogenous controls and Prof Peter Gregersen, famous discoverer of the rheumatoid arthritis shared-epitope genes, then took us on a tour of the GWAS results from ~1300 dermatomyositis cases. The HLA region did, as expected, show the greatest susceptibility risk, and indeed this was the only area reaching genome-wide significance. These DM GWAS results thus appeared initially disappointing, after 12 years of so much international effort. However, Prof Gregersen was able to share that many of the non-HLA genes which represent susceptibility genes in multiple other autoimmune diseases, such as rheumatoid and diabetes, also appear to be involved in susceptibility for DM. As he pointed out in discussions, it had been 18 long years between the shared epitope discovery and the PTPN22 discovery in rheumatoid, and he called for patience, but indicated that the international Myositis community would have to continue recruiting hard. This was followed by discussions of very detailed and careful work by Dr Bo Ding and colleagues at the Karolinska Institute and looking at HLA in fine detail. This work looks very promising in terms of detecting new susceptibility genes, and how they might be involved in disease generation. In the last session, a panel discussion took place to decide on publication and authorship policy of the first paper, as there have been hundreds of clinicians internationally who have been involved in case recruitment. Ultimately, it was that a multi-layered authorship approach would be optimal, with some authors being up front while others would appear in an appendix, which would thus see all as authors for CV purposes. The meeting finished with Ingrid Lundberg thanking the conference organiser, Robert Cooper, for his efforts, and thanking all for being in attendance. It was generally agreed that the conference venue and staff had been highly professional throughout, the conference venue most suitable for purpose and that conference PA (Julie Wood) had done a sterling job. 
3. Assessment of results, and impact on future:

Profs Fred Miller, Peter Gregersen and Robert Cooper are in the process of drafting the DM GWAS results into the first MYOGEN paper, which is being submitted to the Lancet. It was clear from conference discussions that MYOGEN colleagues  must continue to recruit Myositis patients hard for many years to come to develop the statistical power required to detect susceptibility loci with strengths below the HLA loci.    
4. Final Programme:
See below
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EuMyoNet Steering Committee Meeting and 

ESF-Sponsored International Myositis Genetics Conference,

Chancellors Conference Centre, 
Manchester, M14 6NN.
15-17th March, 2011
EuMyoNet  STEERING COMMITTEE MEETINGS 

(Morley Room)
Tuesday 15th March

16.00-18.00
UuMyoNet Steering Committee meeting (Part I)
19.30-21.30
Evening meal for Steering Committee members at Chancellors. 

Wednesday 16th March

08.30-12.30 
EuMyoNet Steering Committee meeting (Part II)

12.30-13.30
Lunch 

ESF-Sponsored INTERNATIONAL MYOSITIS GENETICS CONFERENCE 

(Flowers Room)
Wednesday 16th March

15.30-16.00 
Registration and Coffee 

SESSION ONE – Backgound I: Networking and Antibodies (Moderator, Jiri Vencovsky)

16.00-16.05
Introductory Remarks – Robert Cooper  

16.05-16.20
ESF-sponsored Networking Program (EuMyoNet) - Ingrid Lundberg

16.20-16.40
Myositis-Specific Antibodies (MSAs): Update 1 - Neil McHugh
16.40-17.00
Myositis-Specific Antibodies (MSAs): Update 2- Peter Charles 

17.00-17.15 
Coffee

SESSION TWO – Background II: GWAS Comparisons (Moderator: Robert Cooper)

17.15-17.45
GWAS Comparisons: Experience from RA – Jane Worthington

17.45-18.15
GWAS Comparisons: Experience from Scleroderma - Tim Radstake 

18.15-18.30
EU IIM Exploratory GWAS:  Progress to date and control issues –Janine Lamb

18.30-19.30
Free association 

19.30-21.30
Conference Dinner – All Delegates



Thursday 17th March
SESSION THREE –IIM GWAS: Analysis & Results (Moderator, Bill Ollier) 
09.00-09.45
Analysis and Results – Peter Gregersen  

09.45-10.30
Generalised discussion of methods and results – All delegates
10.30-11.00
Coffee

SESSION FOUR – IIM Sub-Grouping Issues (Moderator, Fred Miller)  

11.00-11.30
Sub-Grouping and the environment: Experience from RA – Bo Ding  

11.30 -12.00
IIM GWAS subgroup analysis: Interpretation and comments – Ingrid Lundberg and Bo Ding


12.00 – 13.00
Lunch

SESSION FIVE – Discussion and Future Plans (Moderator, Peter Gregersen)

13.00-14.00
Panel discussion, to include publication and authorship issues, and future analytical plans, i.e post-GWAS analytical plans

(Panel: Fred Miller, Ingrid Lundberg, Jiri Vencovsky, Robert Cooper, Lars Klareskog and Bill Ollier) 

14.00-14.15
Closing Remarks  – Ingrid Lundberg 

14.15-14.30
Afternoon Tea and Departures


