Report from the EUMYONET meeting, December 14th-15th, Prague, Czech Republic
Summary

This meeting was attended by clinicians and scientists from different European centres involved in clinical care and in research on patients with idiopathic inflammatory myopathies (IIM). Altogether 34 participants met in the hotel Clarion in the centre of Prague in Czech Republic on 31 January and 1 February 2012.  Participants in the European Myositis Network (EuMyoNet) were involved from the Czech Republic, Sweden, Netherlands, United Kingdom, Norway, Belgium, Switzerland and Germany as well as from other countries interested in the program, such as from Hungary, Poland and Italy. 

The aim was to bring interested parties together and discuss ongoing and future activities in the area of myositis research. There were several areas that were discussed in detail. First, it was “Euromyositis registry” that was presented. This is a web based database of patients with IIM. There are around 1800 patients already entered into the database. Policy of joining the registry was outlined for the centres not yet participating in this activity. New types of agreements were developed and will have to be signed by individual centres. There were several suggestions for improvement how to structure the collected data. 
Further, results of the recent Genome wide association study (GWAS) in myositis were discussed. HLA genes came as the most significant. Since immunochip analysis can provide more detailed information this was proposed as a future project.  
This time a large portion of the meeting was devoted to autoantibodies, since there have been several very interesting new specificities detected. These autoantibodies have potential diagnostic and pathogenic implications. Technical aspects of blood collection and logistics about autoantibody detection were discussed. 
Type I interferon signature was found increased in patients with myositis, especially in those who are positive for more autoantibodies. 
Several other research projects were further introduced, such as pregnancy in myositis or treatment study. Information on other ongoing projects was given, particularly on new classification criteria. 
Meeting was well received and overwhelming suggestion was to organize a similar meeting next year in Stockholm, Sweden. 

Description of the scientific content of and discussion at the event

(Initials: JV- Jiri Vencovsky, IL- Ingrid Lunberg, SBH – Sevim Barbasso Helmers, HC – Hector Chinoy,  NSK – Niels Steen Krogh, PC – Peter Charles, JDB – Jan de Bleeker, BC – Bob Cooper, ZB – Zoe Betteridge, AG – Anna Ghirardello, HM- Herman Mann, CMB – Chiara Marini Bettolo, GP – Ger Pruijn, PAG – Pierre Andre Guerne, SV – Saskia Vosslamber, MV – Melinda Vincze,  ZG – Zoltan Griger, MdV – Marrianne de Visser). 

Day 1

JV:  overview of European Myositis Meetings history and activities. IL: explanation of EuMyoNet funding. 

SBH:  introduced brochure, webpages, plan for patient targeted brochure. Future homepage with all info - www.eumyonet.org. Other sources:  www.esf.org, http://www.esf.org/eumyonet,  https://euromyositis.eu. If you want to get stuff on the webpage of ESF now, get in touch with  bfachini@esf.org. Trademark and logos: the names “EuMyoNet” and “EuroMyositis” should be thought of as trademark; when occurring it is important that these are used in the same format in all kind of disseminations, web pages, presentations, publications etc. The Steering Committee agreed that the standard formats for these names should be with mixed letters i.e. “EuMyoNet” and “EuroMyositis”.  Persons responsible for individual research areas. Steering committee + cooperating persons

JV: EuroMyositis registry history. 2 levels - obligatory core basic level, voluntary extended form plus follow up longitudinal data 

HC: EuroMyositis practical aspects - how to join, approval, protection of personal information, how to use the registry, downloads etc.

IL: details about registry organization, new written agreement for collaborators with Euromyositis registry steering committee which regulates data access, in future new agreement regarding shipping of samples (Material transport agreement). 

NSK: In database there are currently 1800 patients, over 2000 visits, almost 1300 autoAbs. Data download now available. Online application form. 
Actions to be taken:- print form of core visits, add new hospitals and import existing data, get JDM involved

Questions and answers:

PC: need to ensure standardized autoantibody detection to allow for uniform data collection and future comparisons.
Include a separate page for centralized autoAb test results (done once only) and label them as such.
IP versus lineblot - IP probably more sensitive, need to mark which test or if both were positive.
Action to be taken: NSK will add one page for results from the Lineblot performed in the lab of PC and one page for the IP results from Bath.

JDB: muscle biopsy classification. Pathological criteria - classical view: DM, PM, IMNM, IBM (most specific for inclusions is sequestosome 1 staining). Alternative view based on article by Pestronk  (PMID: 21934500). 6 myopathologic patterns based on muscle fiber pathology, immune features, prominently involved tissue. Standardization: based on extent, detail, develop scoring system (it is already available for JDM, which is much more homogeneous compared to adult form). Beware of correct diagnosis, number of dystrophies are associated with inflammation on Bx. MHC I expression is also not specific for IIM

Question and answers:

IL: are pathologic features on biopsy associated with prognosis? (Not known at current time, is it a feasible subject to study?)

BC: correlation between edema on MRI and biopsy findings? 

IL: Pestronk system categorizes disease based on insufficient data - may not correlate with clinical features

Action to be taken: we would benefit from standardization of diagnostic muscle biopsy evaluation and the Steering committee with JDB; MdV and IL will take a lead in this and approach the ENMC for support. It is important that also colleagues outside EuMyoNet become involved. 
Day 2

Genetics

BC: Problems with genetics - small numbers of patients, heterogeneity of disease. Certain HLA II class haplotypes are associated with specific phenotypes and autoAbs. MYOGEN - GWAS performed in Illumina platforms. After many years of efforts GWAS confirmed strong MHC signal. A number of other non-MHC SNPs may play a role but patient numbers are too small. Results from patients with other autoimmune diseases (which are more common) may help to answer the role of non-MHC SNPs in ethiopathogenesis of IIM. Do genes predetermine the outcome? Phenotype and autoAb. Needed: larger cohorts, immunochip analysis, more $$$.
QA:  IL:  importance of HLA II role not surprising, given it's role in antigen presentation

HC:  Problems with GWAS.  We are still missing many genes - in RA risk alleles contribute only to 1/3 (most of which is HLA associated) of predicted genetic risk. Reasons for this reviewed by Cortes and Brown in Arthritis Res Ther 2011. 32 million of SNPs not annotated yet. Review of immunochip (custom made chip based on Illumina platform), high density SNPs across 186 loci, 3000 SNPs selected for each of 12 autoimmune dz, cost of chip 60$. First immunochip paper regarding celiac dz (29 new loci discovered) published in 2011 (Nature Genetics) - need to hurry up. HLA sequencing - high resolution typing too expensive, currently can type 8 loci using high throughout method, HLA*IMP explained. HLA aims - compare imputed HLA alleles from GWAS or immunochip with other methods, correlated genotypes with serotypes, carry out association study of imputed HLA amino-acids in different IIM subtypes.

QA: 

Bottom line is if we show that imputation works, we can save money. Grant to investigate prognostic biomarkers in IIM available. IIM data were not used in immunochip development.

Would immunochip help to understand pathogenesis - what about possible role of viruses? 

In future possibly a chip to diagnose muscle dystrophies.

Working on getting more samples to Manchester (CIGMR)

How many new samples can we get from individual sites? Cases: I 60, H 120, CZ 30, NL 30, PL 30, S 30, others??

Controls?

Action to be taken: the steering group from the AFM grant genetics (BC, IL and JV) will discuss with the MYOGEN collaborators on the strategy to be taken as a next step; Immunochip for all new cases, and Fine HLA-typing using imputation of data. Meanwhile all new DNA samples should be shipped to Manchester as soon as possible (Janine Lamb is contact person). 

Autoantibodies

ZB: Results from IP studies. 1200 IIM samples tested, about 50 IBMs. Overall: 11.5% negative, 19.8% unidentified, Jo-1 with 18.6% most common MSA. In DM p155/140 most common 19.1%. In IBM 28.6% negative, 53.1% unidentified, 1 pt with p155/140. 

New stuff:  EIF3  - novel antigen complex, 4 cases (no CAM), confirmed by immunodepletion. EIF is the largest scaffolding initiation factor with 13 subunits located in cytoplasm, overexpressed in muscle. 140kDa autoAb - 3 different ones (TIF1 alpha, NXP2, MDA5). NXP2 (140kDa) identified in JDM, immunodepleted with MORC3 MBL identified adults with possible NXP2 autoAb, but confirmation not 100% successful. p140/56 could this be NXP2 - probably YES. Ichimara published possible association with cancer. p140/56 is not MDA5, not confirmed on blot. Some JDMs may actually be NXP2 positive and not MDA5 as previously reported. TIF1 alpha/beta/gamma - identified 117 pts in EU cohort. Anti HMGCR AutoAb IPP completed on 14 statin induced pts, 6 negative, 2 possible 200 bands. 

QA: why we do not see 200/100 in EU pts? Selection bias (not looking at IMNM specifically), Bath method may not be sensitive enough?
Do we know if MDA5 is associated with lung involvement? 

PC: Line immunoassay overview. Disadvantage - need highly purified antigens. Total number tested almost 1100 pts, frequency of autoAbs as expected. Performing comparison with IP in AOMIC cohort, 10.7% discrepancies, seems that IP more sensitive, non-confirmed assignment rate of blot was 1.4%. Overall cohort provided similar results. Mi2 discrepancy problem - Mi2beta is on current blot, problems getting Mi2alpha which is immunodominant antigen. Membrane and conformational epitopes may be destroyed by purification method. Cell based assays may overcome antigen purification problems. Adding new antibodies to current blot - MDA5, TIF1gamma. TIF1gamma and NXP2 (IFA), problems with E. coli derived antigen for TIF1gamma. Ongoing: purification of existing antigens. Adding new antigens (HMGCoR, TIF1alpha, sarcoglycans)

QA: use of LIA as diagnostic test - questions of sensitivity/specificity

How does collaboration with industry works, what do we get back from them? (free testing)

Producing cost of adding new antigens is probably low

Is the IFA ready for routine clinical use? Should be considered as a backup or a platform to verify antigens and add them to lineblot in future. 

AG: Anti-SAE autoAbs. 8% adults (UK AOMIC), severe skin, mild myositis, not associated with ILD, rarely with cancer. SAE is SUMO-1 activating enzyme and promotes protein sumoylation detected by radiolabeled IP. AIM- develop non-radiolabeled IP for detection, which is easier to perform. 130pts and 83 controls, in-house unlabeled IP, immunoblot to identify target antigens. Non-RL protein IP explained. SAE autoAbs present in 5/75 DM pts, two had Mi2 as well. 

HM: p155/140 cancer and autoAb association. 
QA: get HLA typing, try to see if there is any difference between CAM and nonCAM groups. 
CMB: Novel form of inflammatory myopathy associated with antibodies to g/d sarcoglycan. 3 cases presented, progressive inflammatory myopathy, severe atrophy, negative for other autoAbs, all improved on immunosuppressive treatment.  Antibodies to gamma delta SG present - playing role in pathogenesis? 35 kDa sarcolemmal protein. Patients 2 and 3 were heterozygous for alpha or beta  SG polymorphism . 

QA: are antibodies a consequence of inflammation or do they precede inflammation? Tested other IIM patients for presence of these autoantibodies?

GP: Anti-Mup44 as a biomarker for sIBM. Mup44/cN-IA is not identical to TDP-43, protein found in inclusions, highly expressed in skeletal muscle. Prevalence between 16 and 29% of IBM patients, also found in some SLE and SjS sera. Immunoaffinity - purification of Mup44. 3 epitopes identified, 1 of which is recognized by all sera. 

QA: Was there correlation with anti-Ro and La? No.

Autoantibody may not be IBM specific, unfortunately was detected in PM (were these misdiagnosed IBMs or not?).

Need to test other dystrophies and myopathies. Is the enzyme overexpressed on muscle fibers in IBM, is there differential distribution? This is being investigated.

PAG: Immunology standardization. Collection, storage, testing. Do not include pts with uncertain diagnoses. Collect prior to initiation of Tx. Testing locally versus centrally. Sera OK for everything except coagulation assays. Plasma may be used for serology as well (must be EDTA and not heparin). When to collect: inclusion, change of therapy? (Prospectively only cytokines or autoAbs as well?). LUNAR study illustrates that certain autoAbs are worth prospective testing. How and what: 10 aliquots at baseline, 2-3 at follow-up visits, store at -80 dg C. 

QA:  store locally, individual research project to pay for processing. Shipping on dry ice, isn' t it too much blood?

Discussion

PC: collect probable candidates for new autoantibody testing, will test when reliable test available. 

How many pt sera available for autoAb testing? H100, CH 30, I 60, NL 30, PL 30, S 30, UK 100, N 80+60, CZ 20 for IP, 40-50 for blot. 

Homogeneity of data is important, should have central lab tests available, question is if industry will continue to pay for lineblot testing. 

Should do lineblot first, IP for negatives. 
To establish sensitivity and specificity of Mup44 more sera samples are needed, GP able to test. 

IL suggests for everybody to send their requirements which will be placed on the website.

Actions to be taken: continued work to serotype new cases included in the Euromyositis register, contact PC for instructions on shipping. Lineblot negative samples will be investigated by IP (ZB) in Bath. 

SV: IFN signature and antibody profile. IFN score associated with several autoAbs, especially U1RNP and anti-La. There was association with multispecificity. AutoAbs may serve as a trigger of the type 1 INF pathway. Are signatures comparable between AI diseases? (SLE, IIM, RA, AS, MS, arthralgia). Top scoring pairs SLE versus IIM. 2 genes identified which distinguish between the 2 diseases (names not disclosed). IIM patients with profile similar to SLE are PM. 

QA: given serological associations, could the results be a reflection of the fact that some IIM patients have SLE type autoAbs?

IL: Ongoing activities and plans. Work on register, more complete data, follow up data. Encourage and assist DNA collection. Standardization of muscle biopsy - define minimal number of stains and features to evaluate. Will continue with workshops like this - next year in Stockholm. In the middle of winter (+ come to Prague for the International Workshop on Rheum Research in 2013). Network has money to support visits by young and student scientists to visit centers (travel and accommodation). SB to work on the website, will have password protected data to share must acknowledge ESF and EuMyoNet support in publications, posters, talks etc. 2 year grant from AFM of 160 000 EUR/year 1 available for 4 teams (Genetics- most money, HLA, serology, proteomics) to look at prognostic biomarkers in IIM. Before the end of the ESF grant we will organize an International Myositis Symposium (invite US experts as well). 

What will we do when the money runs out?  Will lobby for an EU grant with EULAR support. Apply for EULAR orphan Dz status. 

MV: Pregnancy in systemic AI diseases. 23 pts with 33 pregnancies after IIM onset. Questionnaire, autoab analysis. PM associated with more complications. 

QA: Has there been a similar study in literature? What were the results? Will a control group be included? What about antiphospholipid  antibodies in IIM, surprisingly common in H cohort. Treatment during pregnancy - lower GC proportion after delivery? Risks associated with treatment?

IL: New IIM classification criteria - worldwide project. 1) New criteria to distinguish IIM from other diseases. 2) Define subgroups of IIM. 3) Validate criteria.  Looking at muscle, skin, biopsy, other clinical features, lab data, EMG, MRI. Total of 1605 IIMs and controls. Currently statistician evaluating variables. Plan for 2012 is to validate new criteria. Consensus and afterwards dissemination & implementation. Trying to be ready to present at 2012 ACR. 
ZG: Environmental effects in IIM. International environmental questionnaire used. 119 patients with IIM completed questionnaire. Jo1 associated with smoking and alcohol consumption. Stress linked with Ro, La positivity. 

QA:  Comment: the questionnaire presented from the study by ZG is the same questionnaire that is being developed in collaboration with MYOGEN (Dr F Miller) and has been circulated at a previous myositis Workshop: IL emphasized that it is not appropriate to use unpublished knowledge presented by collaborators at this workshop for your own studies without collaborating with the person who has presented. Everyone should respect confidentiality without signing a confidentiality agreement. Agreed and this should be considered as a pilot study and can not be published without agreement with the developers of the questionnaire. Other comments: no control group, no Mi2 data, unable to match with sun exposure. In future should combine genetics with environmental data. In Sweden data collected will be compared to nation-wide environmental data collection data available. 

JV: Prometheus.  GC versus GC+MTX in treatment naive patients. Trial underway - 29 patients randomized, results not yet available. Challenges and opportunities of investigator driven trials. 20% of trials in EU were non-commercial (most are not international multicenter). In Japan 50% of trials are non-commercial, in Eastern Europe most are industry sponsored. It is difficult to conduct such trial since requirements and obligations are the same as for industry sponsored trial. Need for new EU regulation. 

IL: experience with Prometheus - frequent visits and adjustments of treatment lead to better outcomes 

JV: Wrap-up. Provide everybody with Bob's contact in order to arrange for DNA testing. Will need specific collection and shipping info. Who will pay for shipping? Can be paid from Manchester by their part of the AFM grant

Serology: sera to PC, who will provide collection and shipping instructions. How will results be reported??

Will match patient codes in all labs and post results on database webpage. Adult IIM to PC, JDMs straight to ZB

New samples for new publications. 

Registry - final version of agreement with myositis steering committee; will have to be signed again. Will match websites, make sure that project description are not available to everybody on the net, some info has to be password protected. NSK will develop electronic forms. 

Genetics: need to have clinical data and autoAbs ready for future GWAS.

Future project – IL: pre-disease in myositis. Anti Jo1 positive without myositis, may have ILD or other clinical features of ASS (but not myositis). Is there a difference we can identify between these and myositis patients. 

Make sure cases are not included more than once (some pts samples stored in Manchester). 

Look for possible anti-sarcoglycan positive pts, look at the completely autoAb negative pts. 

CMB to send an email with instructions which sera she wants, can use samples from PC?

If Paxgene tubes available - send them to SV for IFN analysis. Preferably longitudinal samples.

Everybody to send their presentations in pdf format to be placed on website. 
Assessment of the results and impact of the event on the future direction of the field
The aim of the meeting was to bring together European parties interested in clinical care and research of patients with idiopathic inflammatory myopathies and discuss ongoing and future projects. Participants from several different medical specialities met, such as rheumatology, neurology and immunology, which significantly contributed to lively discussions on the presented subjects.  
One of the main achievements is the formation of the Euromyositis registry, which now contains data on approximately 1800 patients from 8 European countries. This is the first international registry which deals with this disease.  Its formation has already significantly contributed to collaboration between different countries and different centres. The existence of registry is greatly helping the research in this area now. Using data and materials associated with this registry is the only way how to conduct large international studies that require significant number of patients and thus reach a sufficient statistical power. At this meeting the structure of the registry was further discussed and some suggestions for improvement were proposed.  It is anticipated that Euromyositis registry will be a major source of data for numerous future research activities.
One of the most important goals is to find out the genetic basis for IIM. Genome wide association scan has been performed using materials and data from a number of European countries in collaboration with USA. So far, it was mainly MHC association that was confirmed, and also some genes associated with autoimmune diseases and inflammatory pathways have been identified.  Future collaborative projects were discussed and immunochip analysis has been identified as the immediate next step that should be performed now. Practical approach to this research was discussed. 
Another aspect is very important. Several new autoantibodies have been recently detected in IIM and significant clinical associations have been identified. Recent description of autoantibodies strongly associated with cancer in myositis; autoantibodies developing in patients with statin associated immune necrotising myopathy, or inclusion body myositis associated autoantibodies may help to further clarify pathogenesis of IIM and role of autoantibodies in disease development in general. At the meeting we discussed next practical steps in detection of autoantibodies in a standardised way in Europe and also the strategy to identify new specificities in those sera in which the specificity could not be detected using more usual techniques. 
There are several other smaller projects ongoing in Europe, such as research on the role of type I interferon in the pathogenesis of IIM and on generation of autoantibodies, treatment studies or pregnancy outcomes in these patients.  
It was agreed that meeting was valuable for all participants and suggested that this type of meeting should continue for the future. Provisionally it was agreed that next meeting would be organized again in 2013. 
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Myositis Workshop for European Myositis NETWORK (EUMYONET)
31 January – 1February 2012, Prague, Czech Republic

Clarion Hotel Old Town, Hradební 9, 110 00 Praha 1

programME

Tuesday, 31 January 2012
Arrivals, registration. 

12,30 – 15,30  EuMyoNet Steering Committee Meeting
Coffee

EUMYONET, Euromyositis registry    Chair: Bob Cooper
16.00 - 16.15
Introduction to meeting and to European Myositis Network (EUMYONET)  


(Jiri Vencovsky, Czech Republic,  Ingrid Lundberg, Sweden)

16.15 – 16.25
EuMyoNet – practical issues (Sevim Barbasso Helmers, Sweden)
16.25 - 16.40
Introduction to Euromyositis registry – general structure, access, legal aspects (Jiri Vencovsky, Hector Chinoy and Ingrid Lundberg) 

16.40 - 17.10
Euromyositis registry - what is new?, current status, basic principles,  requests for data etc. 
(Niels Steen Krogh, Denmark)
17.10 – 17.50
Discussion to Euromyositis registry (all)

17.50 – 18.20
Break

18.20 – 18.40 
Muscle biopsy and standardisation activity (Jan de Bleeker, Belgium)

18.40 – 19.15
Discussion to muscle biopsies
(All)

19.45
Dinner at the hotel
Wednesday, 1 February 2012
GENETICS                 Chair: Ingrid Lundberg
8.30 – 8.50
Information on GWAS –  an update (Bob Cooper, UK)

8.50 – 9.10
Future directions – HLA and immunochips (Hector Chinoy, UK)

9.10 – 9.30
Discussion to genetics, future strategies, practical issues, logistics (All)

AUTOANTIBODIES  I    Chair: Pierre-André Guerne

9.30 – 9.50
Current status of autoantibody screening in European Myositis Network (Peter Charles, UK)

9.50 - 10.10
Results from immunoprecipitation studies in EuMyoNet + new autoantibodies (Zoe Betteridge, UK). 
10.10 – 10.20
Anti-p155/140 autoantibodies and cancer  (Herman Mann, Czech rep.)   

10.20– 10.35
Anti-SAE antibodies in autoimmune myositis: identification by unlabelled protein    immunoprecipitation in an Italian patient cohort (Anna Ghirardello, Italy).

10.35 - 11.05
Coffee 
AUTOANTIBODIES  II    Chair: Marianne de Visser

11.05 – 11.20
A novel form of immune inflammatory myopathy associated with antibodies to g/d sarcoglycan (C Marini Bettolo, RJ Lane, P Singh, C Li, J Moss, P Charles, Federico Roncaroli, Italy). 
11.20 – 11.35
Anti-Mup44, a novel biomarker for sporadic inclusion-body myositis (Ger Pruijn, Netherlands) 

11.35 – 11.55 
Serology standardisation (Pierre-André Guerne, Switzerland)


11.55 – 12.25
   Next steps. Discussion to autoantibodies (all)
12.30 – 13.30
Buffet lunch

VARIOUS ASPECTS  + further planned projects      Chair: Peter Charles
13.30 – 13.45
IFN signature and antibody profile in myositis (Saskia Vosslamber, The Netherlands)
13.45 – 15.00 
 Reports on the ongoing activities and new plans 

1) EuMyoNet plans for 2012- 2013 (Ingrid Lundberg)

2) AFM programme (Ingrid Lundberg)


3) Prometheus trial and investigator initiated trials  (Jiri Vencovsky)


4) Pregnancy in myositis (Melinda Vincze, Hungary)  


5) New classification criteria for IIMs (Ingrid Lundberg)

6) Environmental effects in myositis (Zoltan Gringer, Hungary)
GENERAL DISCUSSION          Chair: Jiri Vencovsky
15.15 – 16.00
Summary, General discussion and future plans 


(All) 

16.00 
Coffee and end of the meeting
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