 Minutes
Meeting of the Rare Disease Task Force 

Coding and Classification Working Group
Paris – February 6, 2008
On 6 February 2008, the meeting of the Rare Diseases Task Force (RDTF) Working Group (WG) on Coding and Classification included the attendance of (see Annex 1): 

S. 
Aymé

C.
Celik

E.
Daina

A.
Devereau

P.
Facchin

G.
Gatta

E.
Garne

M. Georget

S.
Groft

R.
Jakob

A.
Kole

C.
Martos-Jimenez

S.
McKee

A.
Montserrat

A.
Rath

A.
Sollie

D. 
Taruscio

B.
Ustun

M. 
Vihinen

U.  Vogel
D.  Wellesley

O.  Zurriaga
A. Welcome and Approval of Agenda
No significant modifications.
B. Introduction to the Meeting
Robert Jakob 

WHO
R. Jakob presented an overview of the revision process describing the aims, plan of activities, organisational structure, and technological platform used as the point of access for the update and revision process (Knowledge Management and Sharing (KMS) portal). (See presentation and Production of ICD-11: The overall revision process)

This web-based platform is a new approach to the ICD revision process, which previously included closed meetings of experts every 10 years. The new approach will allow for a considerably more comprehensive (allowing commentary from all users) and dynamic process.

ICD revision will instead be coordinated by WHO Headquarters in consultation with the WHO member states, the WHO Family of International Classifications, and other professional institutions forming Topical Advisory Groups (TAG). Ségolène Aymé has been selected as the leader of the TAG for rare diseases (RD) for her expertise in the field and previous work on Coding and Classification of RD at Orphanet. The WHO’s goal is to produce an open formal definition of RD and to present them in an unambiguous way with links to different ontologies such as genes, phenotype, SNOMED terms, etc. New additions to the structure of the revision process include several new TAG: Maternal and Neonatal TAG, Ophthalmological TAG, and Information Technology TAG. The IT TAG will be chaired by Dr. Marc Musen from the National Centre for Biomedical Ontology at Stanford University in the United States.
C. Presentation on the methodology used to revise RD Coding and Classification  
Ségolène Aymé

Orphanet (INSERM SC11)

Chair of RDTF
S. Aymé presented Coding and Classification work done at Orphanet. Using previously agreed upon guiding principles (see presentation RDTF Coding and Classification WG meeting May 2, 2007) a list of RD requiring new or modified ICD codes was created. As there are too many RD to allow a specific code for each, a portion of them have been designated as diseases that should at least be coded as an “other RD”. Of the most comprehensive list possible of RD, approximately 900 are frequent and severe enough that they must be traceable with ICD codes. In the newest version of the Orphanet database RD are linked to MIM number, gene, proteins, ICD-10 code, MeSH terms,  Orphanet number, age of onset, age of death (all of which will be summarized on an RD identity card). The most recent related publications and relevant websites are also linked to many of the diseases in the database.
Next S. Ayme described the cross referencing exercise carried out with Orphanet’s RD database and other was crossed with other data sets of RD linked to ICD codes. This exercise facilitated the identification of coding mistakes and discrepancies. In addition, RD were organised according to their medical specialty using criteria from RD Centres of Reference (also known as Centres of Expertise). The result of this exercise is open for validation (see Coding and Classification of Rare Diseases at Orphanet and Comparisons with other data sets: Diseases of the priority list which ICD-10 codes do not match). The agenda is to define a process of how to review this list and corresponding timetable.
Discussion

E. Garne asked how to agree on a WHO definition of a rare disease to have a threshold of defining a disease as rare in the context of creating a list of disease which necessitate a new or modified ICD code. If prevalence is used as a measure, the threshold will differ considerably from disease area to disease area. 
S. Aymé responded that it is not necessary to consider the threshold of what defines a RD as our primary goal is to ensure that disease not yet coded in ICD are coded. Those RD that are less rare (near a questionable threshold) are already coded in ICD.

S. Aymé proposed a discussion of the validation process. She began by recognising that this will be a very sensitive process as patients and their representative groups of diseases not selected as a RD receiving an ICD code may not agree. 
S. Groft added that the Office of RD at the NIH in the United States had a similar problem when deciding what RD to define and list on its website. He suggested that the following questions should be considered:
· How can the assigning of ICD codes to RD be a dynamic process?

· How much work will it take to assign additional codes to newly introduced diseases?

S. Groft also mentioned the importance of emphasising the fact that all RD (even those that are ultra-rare) will be at lease coded with a non-specific RD code. 
B. Ustun stated that the TAG will have to act as a “scientific referee” for all stakeholders involved with a concrete criteria used to communicate. He reminded participants that all stakeholders will have the chance to input their comments on the preliminary decisions made by the TAGs. 

S. Aymé concluded the discussion with the agreement that the list of diseases to receive an ICD code will be dynamic and that the list proposed today should not be called a “priority” list but rather a “starting” list. 
D. Presentation on the methodology used to revise RD Coding and Classification  
Ana Rath
Orphanet (INSERM SC11)
As agreed upon during the last Coding and Classification WG meeting on May 2, 2007 the following criteria of selection were employed: 
· Diseases listed in a rare disease patient registry

· Diseases having a diagnostic test

· Diseases having a dedicated patient organisation

· Diseases included in the priority list of the Orphanet Emergency guidelines project

· Diseases having an orphan designation/drug
These diseases were then crossed with:
· Veneto registry of rare diseases

· 1348 Orphanet disease entries with a diagnostic test

· 2751 Orphanet disease entries with a patient organisation

· 114 priority diseases with emergency guidelines

· 217 diseases linked to an orphan designation /drug (excluding infectious diseases)

· 1706 diseases with prevalence data
The result was the classification of 921 diseases designated as requiring an ICD code. Of these diseases 400 currently have no specific ICD code, 259 are listed under an existing ICD code (non-specific) and 262 have a specific ICD code. A. Rath questioned who should validate the selection process and proposed:
· Orphanet Scientific Advisory Board?

· Learned societies?

· WHO collaborating centre?

· Patient organisations?

· Network of EU competent authorities?

· Other?

A. Rath continued by presenting examples of RD with no ICD code, with a correct specific ICD code, and with an incorrect specific ICD-10 code (see presentation).
Discussion

R. Jakob announced that the effectiveness of this exercise is recognized by the WHO and it will recommend it to be repeated by the Morbidity Group. He recapped the presentation with the following summary:
· Some corrections in codes will be easy to fix

· Some corrections will require proposal, discussion, and consensus

· Some will include political obstacles

One major obstacle noted was the fact that the ICD-10 does not include the definition of a disease.

G. Gatta stated that regarding rare tumours the RARECARE project defines rare cancers and has produced a list of coded diseases. In a few months this list will be available and will include frequency (incidence and prevalence) and outcome (survival). As all of this work is based on population-based registries, G. Gatta, stated that she was confused about the list of RD provided in the document “Comparisons with other data sets: Diseases of the priority list which ICD-10 codes do not match”. For example, in her opinion gastric tumours were not rare.
S. Aymé and A. Rath disagreed.

G. Gatta concluded that there is obviously disagreement between the lists, but that collaboration with the RARECARE project should be considered.
E. Presentations of Coding and Classification work done in Finland and UK
Mauno Vihinen

Institute of Medical Technology - Bioinformatics Group
The ImmunoDeficiencyResource (IDR) is a Web accessible compendium of information on the immunodeficiencies. This resource includes IDbases – locus-specific databases for immunodeficiency-causing mutations with the aim of establishing databases for every immunodeficiency or providing links to those maintained elsewhere.

In addition to gene mutation, IDbases contains information about clinical presentation and links to several disease classification systems including IUIS, WHO, ESID, and IDR. A crossing of these sources produced an unbiased computer output of disease classifications. Though the selection of the direct parameters is still under discussion, new diseases are easily introduced. 

See websites of IDR (http://bioinf.uta.fi/idr/index.shtml) and IDbases (http://bioinf.uta.fi/base_root/). 
F. Presentations of Coding and Classification work done in the UK
Andrew Devereau 

United Kingdom Genetics 
The UKGTN has completed the exercise of coding the diseases in their directory with ICD-10 and shared this information with the Orphanet. It was decided that the UKGTN will partner with Orphanet (and others) to apply for EU funding in order to continue work on coding rare diseases at an international level after May 2008. As Manchester University agreed to be the named applicant on behalf of UKGTN and Andrew Devereau will co-ordinate the projects in his capacity as a member of the Systems and Communication working group and for the Manchester National Genetics Reference Laboratory he expressed his eagerness in receiving funding to continue this work.  

A. Devereau reported that the organisation of his working group is much like that of the TAG of the ICD-10 revision process. For organisational reasons, a ‘genetics’ subgroup was not formed in time and thus all work on genetic diseases will be placed as part of the ‘paediatrics’ group. 
A. Devereau and his group will proceed with indexing RD with SNOMED terms.

G. Contributions of DG SANCO
Antoni Montserrat

European Commission

DG SANCO Health Information Unit

Two main political goals of the European Commission, as expressed in the Communication on a European Action in the Field of Rare Diseases, are 

1. an inventory of RD. This is a right of all Member States (MS). And for this Orphanet will be encouraged and welcomed to provide this.

2. Coding and Classification. As a consequence of the recognition of a disease is the subsequent coding and classification of it. 

A. Montserrat added that he suggests not using the title “Priority list”. The Commission would rather title these list by the year during which they were established allowing for and update of the list each year as new rare diseases are discovered (ie. RD with specific code 2007, RD with Specific code 2008, etc.) 
The Commission also strongly recognises that the importance of correct coding and classification lies heavily in its users, for example EUROSTAT.
As for the financial support of these activities, DG SANCO proposes the funding of these actions as a Joint Action. This funding scheme invites the collaboration of several MS on the project. This proposal will be made public 29 February and INSERM will, of course, be encouraged to collaborate. Objective parameters will be used to choose among all applications.
A. Montserrat concluded that the way in which the Commission can directly contribute to the WHO’s ICD-10 revision activities remains to be discussed and decided.

Discussion
B. Ustun responded that the WHO looks favourably on the Commission’s contribution and welcome any collaboration. In March 2008 the Revision Steering Group is meeting with the NIH in the US to discuss collaboration and would gladly do the same with the appropriate Commission representatives.
B. Ustun continued by emphasizing that the entire ICD-10 revision approach (not just in the field of RD but in all Topic Advisory Groups (TAG)) is based on the organisation and work of Orphanet regarding the coding and classification of RD and thus it encourages the Commission to continue funding this activity until the end of the revision process.
S. Aymé asked A. Montserrat for clarification and elaboration on the Joint Action funding scheme for Coding and Classification activities.

A. Montserrat responded with the following statements:

1. The Commission is proposing to fund Coding and Classification activities through a Joint Action (as opposed to other funding schemes). In this scheme, the Commission provides participants with 50% of the funding and MS are asked to provide the other 50% in kind. This proposal marks the first use of the Joint Action funding scheme at DG SANCO.
2. As the current RDTF Secretariat contract is not being renewed and money accounted from the Joint Action will not appear immediately after its end, the Commission is looking for a solution for the gap in funding for the few months between contracts.

3. Money can (and possibly must) be used for face to face topical meetings (i.e. metabolics)
H. Discussion of work plan for coming years

S. Aymé reiterated the fact that the list of RD lacking more specific or correct codes in ICD-11 should not be referred to as a “Priority list” but rather a list-in-progress identifying RD code specifications and corrections.

S. Aymé asked WHO representatives whether the Coding and Classification WG should start by contributing to ICD10+ and then move to the revision of ICD-11 or do both at once?

B. Ustun responded that for all “under-lapping” diseases and “wrinkles” identified by the cross referencing of Orphanet codes with other coding sets should be reported using the ICD-10+ tool. At the same time the entire knowledge base (final suggestions for revision of RD ICD codes) can be imported (perhaps section by section; ie. immunology, then gastroenterology, etc.) could be transferred to the Revision Steering Committee as an alpha-version of ICD-11. An exchange between the TAG’s and the Revision Steering Committee can continue until an ultimate list of new RD ICD codes is created by October 2008.
D Wellesley and E. Garne commented to the ICD10+ website tool that it may be difficult for clinicians to use and B. Ustun promised to take a further look at the website tool to make is more user-friendly. WHO may also make it visible at the website that proposals are submitted from organisations as Orphanet and EUROCAT and not only from individual experts.

Participants ended the meeting by summarising their contribution:
UKGTN – multilingual test of SNOMED via triangular exercise
EUROCAT – contribute to the internal revision process of the WHO Rare Disease List to end up with ultimate list by October 2008 before sending the list out for external review.

Italian Registries – provide validation through field testing by crossing the “ultimate list” with registry lists
NIH – Contact Library of Medicine and leaders of other RD organisations to contribute financially and to revision in ICD10+. After the March 6, 7 meeting between WHO and NIH the NIH’s contribution will be finalised.

DIMDI – make steps toward formalising the relationship between Orphanet Germany and DIMDI to allow collaboration.

CINEAS – continue comparing data sets with Orphanet, and provide updated and revised list of metabolic diseases and rare cancers

Surveillance of Rare Cancers in Europe – cross EU rare cancer database with others to see if classifications are similar

Orphanet – preliminary list of RD needing specification or correction in ICD-10
The remaining representatives (those contacted for international representation but not present atthe workshop) will act as advisors to the TAG. The structure of the TAG should be that of an editorial panel with approximately 15 members acting as spoke persons. The number of “reviewers” who act as advisors is endless. S. Aymé should act as the ultimate spokesperson for the panel.

B. Ustun stated that the full field testing of the revised ICD codes is projected to occur in 2012 and will be organised by the WHO. He suggested that the WG create user names to represent groups (i.e. ORPHANET, EUROCAT, etc.) for in the ICD10+ and Hi-Ki revision applications. S. Aymé can then provide a list of all the major groups that will contribute.
Next Meeting

The RSG will be meeting in Geneva between 7-11 April. This could provide an opportunity for S. Aymé to meet with the RSG as the leader of the RD TAG. No plan for an upcoming meeting of the RDTF WG was planned as it depends on EC funding which is not yet obtained.
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