Report from the EUMYONET meeting, December 14th-15th, Prague, Czech Republic
This meeting was held as joint meeting between Autocure (FP6 integrated project) workpackage 6 (WP6) and EuMyoNet. The reason was that Autocure integrated project expired in the end of February 2011 and EuMyoNet project to a ceratin extent continues with some aspects of the programme initiated during Autocure project. 

Description of the scientific content of and discussion at the event
DAY 1
Jiří Vencovský welcomed all participants. He reviewed previous activities and explained to those who were new to the programmes aims and basic achievements of European myositis activities during the last several years. 
Ingrid Lundberg gave then a detailed introduction to EuMyoNet. She explained the ways of funding by the European Science Foundation. Currently 8 countries are full members and form a steering committee (Sweden, Czech Republic, Belgium, Germany, Austria, United Kingdom, Norway and Switzerland). She called for other countries to join. 
To questions about the difference Autocure and EuMyoNet  she explained that these are two separate activities and only some projects are carried over. However the infrastructure set up by Autocure and data collected are available. 
Myositis activity measurements tools were presented by Heřman Mann.
Myositis damage tools were presented by Jiří Vencovský.
In the subsequent discussion there was a suggestion to organise exercise meeting in using these tools. This should also aim at explaining how to distinguish between activity and damage. 
Euromyositis database was introduced by Jiří Vencovský. 
Hector Chinoy the demonstrated practically the web page with database. This is useful for both clinical and research purposes. 
Discussion and questions: Can info re technique used to test for individual abs be added?

At this point only date of test can be recorded, no free text. 

Anti-Ro – is it 60 or 52? Anti PMScl – is it 100 or 75? It needs to be specified in moiré detail in the database and separate these autoantibody activities. 
A two step pop-out menu was suggested- answer yes first and specify which one later if info available. 
Suggestion to add necrotizing myopathy to the list of diagnoses.
Niels Steen Krogh explained the current status of the database. He asks for feedback from users. It is necessary to start using the database in order to get further inputs. 

Current status: 910 pts, goal is 1300. 
The issue of import / sharing data with other databases is being worked out.
Suggestion – make missing data easily detectable.

Helen Alexanderson introduced Functional assessment in myositis (FI-2 = functional index 2)
It is a specific measure of muscle endurance, which is different from muscle strength measured by MMT.  FI-2 involves dynamic repetitions in 7 muscle groups on dominant side. Number of repetitions is counted. Time involved 21 mins net. If someone is very weak than no endurance test is performed.  Borg CR 10 scale of perceived muscle exertion. Instruction film is available on IMACS website. 
Discussion and questions: rotator cuff – common problem, may interfere with test. 

Hand muscles are not included. – Use manometer cuff?
Is FI-2 sensitive to change?

Can we select fewer muscles to save time?

When and on whom to perform?

Does increased fatiguability in individuals with normal strength help in diagnosis of IIM?

Does fatiguabiity differs in individuals with the same MMT performance if one is active and the other has mainly damage?

FI-2 is being used in the Prometheus trial – therefore we will have correlations with other aspects of activity and MMT.

DAY 2 
Bob Cooper presented the idea of genome wide association scan and gave an overview of current state of affairs. There is a large transatlantic collaboration effort. Otherwise it would be impossible to acquire sufficient number of samples. At the moment in the worldwide activity MYOGEN, there is a total 1064 cases and 4724 controls. Recently ethnic and geography matched controls have been obtained. There was a recent decision to concentrate on dermatomyositis firs, since these patients have robust phenotype with less heterogeneity. 
So far in GWAS MHC genes were most prominent. Other genes included PLCL1 ZNf518B, AFF1, IL15RA, BMP4, CCL21. We still need more patients and more collaboration from other countries. 
Discussion and questions: What are the controls?  UK Welcome trust controls. Czech and Hungarian controls available. In Sweden controls from EIRA cohort. 
Hector Chinoy gave an initial assessment on common genetic variants that might be implicated in other AI diseases and have also a risk for IIM.  This is e.g. HLA DRB1 0301 DQA1 0501. PTPN22 SNP R620W is not risk factor for DM, although it is a risk factor for many AI diseases incl. PM. These are not linked to specific Abs, and are more a general risk. 72 out of 300 SNPs were identified, no final results yet available. 
Discussion and questions: How were 72 SNPS identified? 70 SNPs are missing from myositis GWAS. The way forward is to match myositis GWAS with significant genes of other diseases. 
Can we by looking at less genes avoid correction for multiple testing, i.e. get away with higher p values?

How many pts needed to be able to perform subgroup analysis?

Many more to detect OR 2-2.5?  3oo cases are needed, non HLA genes have OR of less than 2.
Why is there no association between PTPN and Abs - low power problem?

Gene interactions seen RA, glutathione transferases - no data, more power needed. 
Need samples + good clinical data

EC application from Manchester is available to help others and will be placed on the EUMYONET web page. 
It was stressed to contact other centers in respective countries to encourage participation of further centers. Here only basic data will be sufficient. 

IBM - only small cohorts analyzed, neurologists have them – need to cooperate. 
Peter Charles has given the update on autoantibodies detected by recombinant protein blotting. He presented comparison of the blotting technique with immunoprecipitation. 361 sera were tested by both methods. Total discrepancies were found in 6.3%. Some discrepancies were found in anti-Jo-1 detection, there was 1 anti-SRP false positivity by immunobloting. The conclusion is a very good performance of the protein blotting technique. Clinical associations were investigated in 486 patients from the Czech republic, Hungary and Sweden. Apart from known aassociations, anti-SRP and anti-PM/Scl and presence of interstitial lung disease was confirmed. 
Discussion and questions: how many double positive sera are present? It is usually only one Ab, except Ro, and particularly Ro52 antibodies that are present frequently together with others. 
Zoe Betteridge has given the overview on results of autoantibodies detected by immunoprecipitation. 901 adult patients investigated, 11% negative, 19% unidentified. From PM (n=458), 13% were negative and 22% unknown specificity, from DM (n=384pts), 8% negative and 17% unknown specificity.  Prevalence was similar for CZ, S, UK cohorts, in CAM 40% were positive  for p155/140 positive, 8% negative, 13% unknown specificity. In IBM 16pts, 50 % unknown, 37% negative, 12.5% have MAA (Ro, La). She clarified also data on 4abs against 140kDa:  p155/140, CADM140, p140 NXP2 and a new one 140/56. The latter was found in 7 DM cases and 1 CPM. It is an anti-PM complex, associated with good prognosis (Eukaryotic translation initiation factor 3 (EIF3), which inhibits formation of RNA unit, located in cytoplasm, with over expression in cancers. 
Discussion and questions:  IP cannot report titers, only dichotomous Y/N answer. 
Are new abs specific for IIM? Anti-140 seen in scleroderma - not seen in other dgs, test dystrophy pts - see if helps in diff dg. How common are nonspecific bands in normal sera? - 20%. 

Johan Ronnelid introduced the line blot assay for autoantibodies in clinical practice. 
He spoke about various technical aspects of the assay. 
Discussion and questions: Shall we run tests at higher temps? - probably not, titre not as important in IIM.
Helma Pluk showed for the first time new autoantibodies anti-Mup44 in sIBM. They are not positive in DM and are present in only few PM sera. 27% sIBM sera are positive for MUP44  (32 pts tested). In addition 12%SLE, 7% SjS were positive. 

Discussion and questions: did 2 pts with PM, who were positive look clinically like IBM? One pt clinically resembles IBM.

Are there clinically differences between + and - IBMs? Not as far as we can tell. 
Lenka Plestilova presented a proposed project on detection of anti-PM1 antibodies (anti-PM/Scl) and clinical correlations. She called for collaboration. 

Patrcik Gordon presented proposal for muscle biopsy evaluation and need for standardisation. 
Luise Diederichsen presented prevalence and type of cardiac involvement in PM and DM. 

Discussion and questions: ICD coding may not be the  best way to identify cases. Proposal to use EuMyoNet database?
Andrea Vancsa presented an ongoing study on “Pregnancy in IIM” Outcomes are recorded using standardized questionnaire. 
Ingrid Lundberg presented an ongoing activity on new diagnostic criteria in IIM. There are data on 1400 patients with IIMs and 500 controls: Still more IBMs is needed. 
Discussion and questions: suggestion to include more dystrophy patients since these are tough in diff. dg. 
Pierre Andre Guerne presented recommended ways to construct “Serology Biobank”. 
He talked about aspects such as serum versus plasma, frequency of sampling, total volume of blood may be limited by ethic rules, necessity to process blood within 8 hrs. 

Discussion and questions: several suggestions: put recommended procedures on the website, keep plasma in since it is acquired anyway in EDTA and cytokines have different levels in plasma and serum, use a number of small aliquots rather than one large (7 to 10 ul may suffice for tests).  
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. Meeting served as a final meeting of the integrated EU FP6 project Autocure and as a first working meeting of EuMyoNet. 
The main goal was achieved – we have succeeded to bring together for one and half day representatives from leading centers of myositis research in Europe. These were not only rheumatology centers, but also collaboration with neurologists has been initiated. This fact has been appreciated, since patients with myositis are seen by both specialisations and very few contacts and collaborative works has been existing in past years. The disease is rare, difficult to diagnose and manage and therefore intense interaction and collaboration is needed. We have introduced clinical registry (database) “Euromyositis” and discussed its role and functioning in current care and research in Europe. We have demonstrated in detail crucial tools that are used for characterisation of myositis patients and that are indispensible in evaluation of activity of the disease and damage caused by disease, treatment and complications. The impact of presentation of registry is expected in increased number of centers actively participating in enrolment of patients. 

A number of important aspects have been discussed further. An ongoing activity is genome wide association scan. Discussion of the conditions and importance led to capturing interest in several centers that potentially will contribute with samples. The success of GWAS is dependent on sufficient numbers. 
Autoantibodies are important diagnostically and also have prognostic significance. Standardisation aspects have been thoroughly discussed including comparison of more amenable techniques with gold, but difficult to perform, standard, which is immunoprecipitation. Results of this activity give clear signal that protein testing using commercial line immunobloting is sensitive and reliable technique for more common autoantibody activities. Immunoprecipitation, however, remains an only technique that is capable of identifying new specificities. These were discussed and presented. 

Several small ongoing projects were discussed and new ones were announced. 
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 Prague in January 2012. 
Summary

This was the meeting of representatives from European centers involved in clinical care and in research on patients with idiopathic inflammatory myopathies. Altogether 37 participants gathered in a small hotel in Prague in Czech Republic on 14-15 December 2010. Direct participants of 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, Spain, Italy and Denmark. 

The aim was to bring interested parties together and discuss ongoing and future activities in the area of myositis research. Recently developed “Euromyositis database” was presented and joining to this web based comprehensive registry of patients with myositis was encouraged. Currently the database contains data of about 900 patients from UK, Sweden, Czech Republic and Hungary. Structure of registry was explained and possibilities to participate were discussed. Several research ongoing projects were further introduced, such genome wide association study, routine autoantibody detection, new autoantibodies in polymyositis and dermatomyositis, new autoantibody in IBM, pregnancy in myositis, cardiac involvement, recommendations to construct “Serology Biobank”, evaluation and standardisation of biopsies. Information on other ongoing projects was given, such as on new classification criteria. Meeting was well received and overwhelming suggestion was to organize a similar meeting after period of 12-15 months. 
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MYOSITIS WORKPACKAGE IN AUTOCURE and for European Myositis NETWORK (EUMYONET)
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programME
Tuesday, 14 December 2010
Arrivals, registration. 

GENERAL ASPECTS, ELECTRONIC DATABASE    Chair: Jiri Vencovsky

15.00 – 15.30
   Coffee

15.30 - 15.45
Introduction to the Autocure project (Jiri Vencovsky) and European Myositis Network   (EUMYONET) (Ingrid Lundberg)
15.45 - 16.00
Euromyositis database – general structure, access, legal aspects (Jiri Vencovsky)

16:00 – 16.15
Euromyositis database – practical aspects and demonstration (Hector Chinoy) 
16.15 - 16.45
Euromyositis database – current status, getting data from database (Niels Steen Krogh)
16:45 – 17.00 
Discussion to Euromyositis database (All)
17.00 – 17.15
Coffee break
17.15 – 17.35
Tools used in myositis assessments – disease activity (Herman Mann)

17.35 – 17.55 
Tools used in myositis assessments – disease damage (Jiri Vencovsky)

17.55 – 18.15
Discussion to activity and damage tools ((All)
18.15 – 18.45 
Functional index FI-2 (Helene Alexanderson) 

18.45 – 19.15
Discussion to first day   (All)
19.45
Dinner at the hotel
Wednesday, 15 December 2010
GENETICS                 Chair: Ingrid Lundberg

8.30 – 8.50
Information on GWAS – an update (Bob Cooper)
8.50 – 9.05
Identification of panautoimmune loci in IIM
(Hector Chinoy)

9.05 - 9.40
Discussion to genetics, future strategies, practical issues, logistics  (All)
AUTOANTIBODIES       Chair: Bob Cooper

9.40 – 10.00
 Current status of autoantibody screening in European Myositis Network  (Peter Charles)
10.00 – 10.15 
 Results from immunoprecipitation studies in EMN (Zoe Betteridge)

10.15 - 10.30
Autoantibodies in myositis: a) results from a Swedish study using line blot assay,

 b) suggestion for standardisation of testing (Johan Ronnelid) 

10.30 – 10.45
Discussion to autoantibody testing (All)
10.45 - 11.00
Coffee 

AUTOANTIBODIES cont.      Chair: Bob Cooper

11.00– 11.15
Muscle tissue reveals the first Inclusion Body Myositis associated autoantigen (Helma Pluk, Nijmegen)
11.15 – 11.30
IFN signature in relation to autoantibodies in myositis (Saskia Vosslamber)
11.30 – 11.45
Ro52 epitope mapping in EUMyogen cohort (Olga Krystufkova)
11.45 – 11.55
   Anti-p155/140 – an update (Ingrid Lundberg) 
11.55 – 12.00
   Future plans:  Anti-PM-Scl antibodies in myositis patients (Lenka Plestilova)

12.00 – 12.30
Discussion

12.30 – 13.30
Buffet lunch
13.00-13.30 
Eumyonet steering committee meeting

VARIOUS ASPECTS + further planned projects      Chair: Peter Charles

13.30 – 14.30 
 Reports on the ongoing activities and new plans 


1) AFM programme (Ingrid Lundberg)

2)  Cardiac Involvement in Adults with Polymyositis and Dermatomyositis - follow up (Louise Pyndt Diederichsen)

3) Prometheus trial (Jiri Vencovsky)


4) Pregnancy in myositis (Andrea Vancsa)


5) New diagnostic criteria for IIMs (Ingrid Lundberg)

6) Muscle biopsy – standardization in evaluation (Patrick Gordon)
GENERAL DISCUSSION          Chair: Hector Chinoy

14.30 – 16.00
General discussion 


(All) 
16.00 
Coffee and end of the meeting
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