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Steps

• Press Conference
Video Message ADG Dr T Evans
Note Verbale DG Dr M Chan
Press Release

• Meeting with Japanese Scientific 
Societies

29 Representants
Chair Dr Fujiwara
MoH
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Steps

• Day 1: 
Revision Process
Technical Platform
Presentations of the Topical Advisory 
Groups

• Day 2:
Taxonomy, ontology, linguistic issues
Partnerships
Coordination
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Chair of the RSG

Christopher G Chute
Mayo Clinic

Rochester, USA

The Revision Steering Group
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Rare Diseases
Chair: Ségolène Aymé

Orphanet
Rare Diseases Platform

Broussais Hospital, Paris, France

The Revision Steering Group
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Injury and 
External Causes of Injury

James Harrison
AIHW National Injury Surveillance Unit

Flinders University – Adelaide – South Australia

& WHO Dpts of :
- Violence and Injury Prevention
- Drug safety
- Occupational Health

The Revision Steering Group
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Mental Health

Chair: Steven E Hyman
Provost

Harvard University, Boston, USA

& WHO Dpt Mental Health

The Revision Steering Group
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Internal Medicine

Chair: Kentaro Sugano
Department of Internal Medicine

Jichi Medical University, Japan

& WHO Dpt Non Communicable Diseases

The Revision Steering Group
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• Marjorie S. Greenberg
• Chair of the 

Planning Committee 
WHO-FIC

• Martti Virtanen
• Chair of the 

Terminology Reference Group 
WHO-FIC

The Revision Steering Group
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• Richard Madden
• Chair of the Family Development 

Committee WHO-FIC

• Mea M. C. Renahan
• Chair of the Update and Revision

Committee of the WHO-FIC

The Revision Steering Group
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Cancer
• collaboration with IARC:

Blue Books (“Classification of Tumours)
Explore compatibility (ontology, genes etc)

• collaboration with WHO team Cancer Surveillance
Needs: e.g. HPV - Cervical Cancer
Partners: UICC, FIGO …

• ICD 
Alignment with ICD-O
Sample of ICD-11 for Ch. II, breast cancer
Reviewing structure

• Setting up a working group in collaboration with IARC
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Other fields

• Maternal, neonatal and Child health:
Discussions ongoing with WHO Dpts

• Infectious Diseases
WHO Dpt, David Heyman (Control of Communicable 
Diseases Manual)

• Neurology
• Eye, otorhinolaryngoiatrics, skin
• Female/Male Genital Diseases
• Urology
• Congenital malformations, deformations and 

chromosomal abnormalities
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Application

Key Tasks

Access

Technical 
Layer

ICD-10 Plus

ICD-10 + 
WEB Application

•ANY USER can POST
proposals or comments. 

•ANY USER  can REVIEW 
other proposals and discuss. 

• Clinical Modification Owners
enter their CM version Codes 

• TAG and Workgroups enter 
proposals

ICD-10 +
- Proposals
- Comments
- Discussions
- Evidence

• TAG Experts for ICD-11

• WHO editors
•Taxonomic rules 
•Definitions 
•Diagnostic criteria

Hi-Ki
Joint-authoring Tool 
WIKI like application

• ALL USERS can see 
drafts and comment.

ICD-11 draft

ICD-11
- Comments
- Discussions
- Evidence

ICD
Terminology

Protégé/OWL
LEXGRID

• Ontology Model
• Linkages between ICD and:

- SNOMED
- Other ontology & terminologies 

• Clinical interface algorithms

•ALL USERS can see 
drafts and comment

ICD Ontology
- Entities 
- Attributes
- Linkages
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Proposed Process draft versioning not shown

ICD

Change
Sets

Review 
and 

selectOWL DL 
editor

Protégé

Export 
and Load

HL7/ISO format

OWL RDF dump

Dr Chris Chute
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Change Proposal Generation

• Implicit creation of change proposal by 
changing local view

• Can be extracted into machinable format

• Editors and reviewers can see changes in 
context

What would it look like if adopted

• User can write explicit proposal
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Hierarchy of Hiki Authority
by ICD Domain

0 Revision Steering Committee

1 Revision Domain/Topic Working Groups

2 Accredited Experts
Designated by Working Group Members

3 Accredited Persons
Designated by Experts

4 Registered Interested Persons (Public)
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Next Steps

• Depend on the stage of the groups
Link existing content to ICD
Submit and discuss Proposals for Revision on the platform
Structure the content (definitions, diseases) along the criteria 
mentioned

• Reconvene in Trieste 2007
Progress
Work programmes until 2010
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Breast Cancer

• A primary malignant neoplasm of the breast [breast cancer] 
(254838004)

is a carcinoma [is a malignant proliferation of epithelial cells lining the 
ducts or lobules], (68453008)
or a sarcoma (2424003), 
or a lymphoma (115244002), 

• of the breast.

• Metastases of malignant neoplasms of other sites, infiltration of the 
breast by tumours of adjacent structures and cancer of the skin of the 
breast are not part of this definition of breast cancer.
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• A primary malignant neoplasm of the breast [breast cancer] 
(254838004)

is a carcinoma [is a malignant proliferation of epithelial cells lining the 
ducts or lobules], (68453008)
or a sarcoma (2424003), 
or a lymphoma (115244002), 

• of the breast.

• Metastases of malignant neoplasms of other sites, infiltration of the 
breast by tumours of adjacent structures and cancer of the skin of the 
breast are not part of this definition of breast cancer.

Rewriting ICD Using Terminologies

Breast Cancer
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Tentative Timeline

• 2010   : Alpha version ( ICD 10+ ICD 11draft) 
+1  YR   : Commentaries and  consultations

• 2011   : Beta version & Field Trials Version
20+2 YR  : Field trials

• 2013    : Final version for public viewing
2014  : WHA Approval

• 2015+  implementation
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Rewriting ICD Using Terminologies

clinical stage 2 HIV / AIDS

1. positive HIV antibody test
2. Moderate unexplained weight loss 

(<10% of presumed or measured 
body weight) 

3. Recurrent respiratory tract 
infections (Rites, sinusitis, 
bronchitis, otitis media, pharyngitis) 

4. Herpes zoster 
5. Angular cheilitis 
6. Recurrent oral ulcerations 
7. Papular pruritic eruptions 
8. Seborrhoeic dermatitis 
9. Fungal nail infections of fingers 

Mild immunosuppression

250514000 165816005
248349002

195708003
(…, 36971009, 32398004, 65363002, 405737000)

4740000
266429005
281775009
279333002  271757001  
50563003
414941008  91456000  

255604002  38013005  



Contribution of Orphanet

To coding and classification of 
rare diseases



Orphanet
10 years of service

• Established by the French Ministry of 
Health and by Inserm in 1997

• Funded since 2000 by the European 
Commission (DG Public Health and 
Research)

• Budget: 1.5 M€ per year



www.orpha.net

• Orphanet mission
– Establish a updated list of rare diseases 

and provide up-to-date information about 
them, including a directory of services in 
Europe

• Orphanet achievements
– Database of 4,300 rare phenotypes
– Encyclopaedia: 2,023 summary articles 

and 431 full texts (peer-reviewed)



An Information Service

Directory of Resources 
in Europe

Encyclopaedia

Over 4,000 diseases
In 6 languages: English, French 

Spanish, German, Italian, Portuguese
Written by experts
An international editorial      
committee
Partnerships with journals
A free-access electronic journal   
Orphanet Journal of Rare Diseases

1,078 expert clinics
1,380 clinical laboratories
2,250 research laboratories 
450 clinical trials
4,180 research projects
350 registries
85 networks 
1,560 advocacy groups
7,230 professionals



Orphanet International 
Editorial Board

• Established to cover all medical 
specialties: adulthood and childhood

• Nominations by learned societies
• Terms of reference:

– Assist the Orphanet team
– Review editorial content
– Provide expert advice on coding and 

classification



Contribution of Orphanet to 
Classification



Defining Diseases

• Example: Ehlers-Danlos disease
– Dominant form: type 1,2,3,4,7,8, 11
– X-linked form: type 5, ED with PV heterotopia
– Recessive form: type 6, 7C, 10, progeroid

1 disease, 3 diseases or 13 diseases ?

• A disease is a phenotype which is 
recognisable clinically and which has a 
unique management approach



Bone diseases
Genetic Skin Disorders

Classification of diabetes mellitus
Diseases of Skeletal Muscle

Genetically recognized forms of congenital muscular 
dystrophies

Distal arthrogryposes
Genetic Dystonia

Ectodermal dysplasia
Ehlers Danlos diseases
Epidermolysis bullosa

Epilepsy
Genetic obesity

Classifications already 
Identified (1)



Ichthyoses
Tumours of haematopoietic and lymphoid tissues

Lipodystrophies
Channelopathies

X-linked mental retardation
Male infertility
Mastocytosis

Metabolic Disorders in childhood
Optic Neuropathies

Nuclear encelopathies
Overgrowth syndromes

Classification of anomalous sexual development

Classifications already 
identified (2)



Primary immunodeficiency diseases
Autosomal recessive cerebellar ataxias

Dominant spinocerebellar ataxias
Sleep disorders

Charcot-Marie Tooth disease
Syndromic classification of hereditary lymphedema

Congenital macrothrombocytopenias
Neurocutaneous syndromes

Autoimmune uveitis
Congenital heart malformations

Peripheral neuropathies
Vascular malformations

Genetic ophthalmological disorders

Classifications already 
identified (3)



Classification of 
Mastocytosis

Publication: Valent P et al. Diagnostic criteria and classification 
of mastocytosis: a consensus proposal.Leuk Res. 2001 Jul;25(7):603-25 

Mastocytosis
Cutaneous mastocytosis 

Urticaria Pigmentosa 
Typical UP
Plaque-forme
Nodular
Telangiectasia macularis eruptiva perstans
Diffuse cutaneous mastocytosis 
Mastocytoma of skin 

Indolent systemic mastocytosis 
Smoldering Systemic Mastocytosis
Isolated bone marrow mastocytosis

………



Classification of 
Chanelopathies

• Classification 1 : Graves TD, Hanna MG.  
Neurological channelopathies. Postgrad Med 
J. 2005 Jan;81(951):20-32.
– Neurological inherited / autoimmunes 

• Classification 2 : Ashcroft FM. From 
molecule to malady. Nature. 2006 Mar 
23;440(7083):440-7. 
– Pore-loop  / Non-pore-loop channelopathies / cys-

loop receptors



Time Table for the Release 
of Classifications

• All published classifications will be 
collected by mid 2007

• All classifications will be entered in the 
Orphanet database by mid-fall 2007

• Classifications will be searchable by 
January 2008



Contribution of Orphanet to 
Coding



Indexation of RD in Orphanet
An On-going Process

• ICD-10
– 324 diseases have a specific code
– 1,586 have a generic code

• MeSH
– MeSH terms attributed to 1,149 diseases

• PubMed automatic search tool
– Available so far for 1,407 diseases









Diseases Features

• Name + synonyms + included diseases
• Summary: clinical definition + 

incidence/prevalence + etiology + 
diagnosis + management

• Orpha code + ICD-10 code + MIM code
• MESH terms +  link to PubMed
• List of clinical signs and symptoms 

(controlled vocabulary)



New Version of Orphanet 
Website in Preparation

Version 4 (V4)





New Features 
of Diseases

• Classifications of Rare Diseases / Search 
Tool 
– by medical area
– by mechanism
– by gene
– by main clinical expression 
– by aetiology 
– by class of prevalence 
– by inheritance pattern 
– by age at onset



New features for RD in V4
• Classifications of rare diseases

– List of all published classifications
– Classification of all RD by medical area
– Visualisation of each classification
– Possibility to click at any level to have 

the detailed information
• Epidemiology of RD

– Class of prevalence
– Age of onset
– Inheritance



Outcomes of comparisons with 
other data sets



Outcome typologies

• ICD-10 codes do not match
– Mistake in one of data sets
– Different interpretations are possible: needs 

further examination
• ICD-10 codes match

– RD is correctly coded in ICD-10 (specific)
– ICD-10 code is not specific: needs for further 

examination
– RD is coded in a wrong ICD-10 category: 

needs further examination



Mismatch due to mistakes
• Multiple endocrine neoplasia 

(OMIM 14�31100)
– UKGTN D44.8

• Pluriglandular involvement …/…Multiple endocrine 
adenomatosis 

– Orphanet C25.4
• Malignant neoplasm of endocrine pancreas

C75.0
• Malignant neoplasm of …parathyroid gland

C75.1
• Malignant neoplasm of … pituitary gland



Mismatch due to mistakes

• Hyperparathyroidism, neonatal severe 
primary (OMIM 239200)
– UKGTN E83.5

• Disorders of calcium metabolism (excludes 
hyperparathyroidism) 

– Orphanet E21.0
• Primary hyperparathyroidism



Mismatch due to different 
interpretations

• Barth syndrome (OMIM 302060)
– UKGTN E88.8

• Other specified metabolic disorders
– Orphanet I42.0

• Dilated cardiomyopathy



Mismatch due to different 
interpretations

• Cystinosis, nephropatic (OMIM 219800)
– UKGTN E72.0

• Disorders of amino-acid transport… Cystinosis
N16.3

• Renal tubulo-interstitial disorders in metabolic 
diseases… Renal tubulo-interstitial disoders in 
cystinosis

– Orphanet E72.0
• Disorders of amino-acid transport… Cystinosis



Mismatch due to different 
interpretations

• CADASIL (OMIM 125310)
– UKGTN I77.8

• Other specified disorders of arteries and arterioles
– Orphanet F01.1

• Multi-infarct dementia (In: vascular dementia)



Mismatch due to different 
interpretations

• Norrie disease (OMIM 310600)
– UKGTN H44.8

• Other disorders of globe
– Orphanet Q15.8

• Other specified congenital malformations of eye



Codes match but...

• They are nonspecific
– Pulmonary lymphangiectasia, congenital
– CINEAS Q34.8
– Orphanet Q34.8

• Other specified congenital malformations of 
respiratory system

• There is no code for congenital lung malformations 
of vascular origin 



Codes match but...

• They are specific, but wrong
– Ehlers-Danlos syndrome type 1

• CINEAS Q79.6
• Orphanet Q79.6

• Ehlers-Danlos syndrome (In: Congenital 
malformations of the musculoskeletal system, not 
elsewhere classified)

• Should be better classified in M00-M99 (Diseases 
of the musculoskeletal system and connective 
tissue)



In conclusion

• Cross-mapping data sets allows
– To identify mistakes and improve coding
– To identify ICD-10 problems, i.e.

• Need for categories rearrangement
• Need for more specific categories, better reflecting 

homogeneous groups of rare diseases 


