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14 February 2008 
 
Dear Dr.Montserrat, 
 
 
Re: Public consultation on rare diseases- quality assurance programmes for testing 
inherited metabolic diseases 
 
Background 
The ERNDIM Foundation (European Research Network for evaluation and improvement of 
screening, Diagnosis and treatment of Inherited disorders of Metabolism; 
http://www.erndim.unibas.ch ) was registered in Maastricht in 1994. The goal of ERNDIM is 
to reach a consensus between European Biochemical Genetics Centres on reliable and 
standardised procedures for diagnosis, treatment and monitoring of inherited metabolic 
diseases. This is achieved through provision of quality control schemes operated according 
to accepted norms and on a European wide scale recognising that the number of 
laboratories in a single country is too small to provide sufficient comparative data for reliable 
assessment of performance. The ERNDIM also provides education through meetings and 
provision of relevant documentation such as recommended operating procedures and annual 
reports of schemes on the internet. The ERNDIM collaborates with other partners among 
whom the Society for the Study of Inborn Errors of Metabolism (SSIEM) is the most 
important. 
 

Today ERNDIM offers schemes for qualitative organic acids, quantitative organic 
acids, quantitative amino acids, special assays in urine and plasma, purines and pyrimidines 
and white cell cystine. An important component of ERNDIM activities is the diagnostic 
proficiency testing now being operated in 5 centres allowing participation of more than 100 
laboratories in EU Member States and also several laboratories outside the EU. Major steps 
have been taken towards full harmonisation of all ERNDIM schemes with respect to numbers 
and frequency of samples, submission of results and reporting by internet. Schemes are 
provided by SKZL (Stichtig Kwaliteitsbewaking Ziekenhuis Laboratoria, Foundation for quality 
control in hospital laboratories) or academic centres working closely with a Scientific 
Advisory Board and administered by the ERNDIM executive committee which represents the 
ERNDIM Foundation Board and National Experts. 
 



The financing of ERNDIM activities has been initially supported by EC grants within 
the BIOMED-1 and BIOMED-2 initiatives. Since 2005 ERNDIM has been a partner in the 
Eurogentest http://www.eurogentest.org/cocoon/egtorg/web/index.xhtml project. Although 
ERNDIM strives to fully finance its schemes from collecting subscriptions and keeping 
administration costs to minimum, additional support for development of new schemes, 
networking and educational activities is needed. 
  

The Trust Board of ERNDIM welcomes the EC initiative on rare diseases and answers 
the questions presented in the Consultation Document as follows: 

 
 
1. Is the current EU definition of a rare disease satisfactory? 

Yes, this definition is suitable for inherited metabolic disorders (IMD).  
 

2. Do you agree that there is a pressing need to improve coding and classification 
this area? 
Yes. The present system is not detailed enough and the ERNDIM feels that improvement 
of coding of inherited metabolic diseases is an important issue requiring further attention. 
 

3. Can a European inventory of rare diseases help your national/regional system to 
better deal with RD? 
Not pertaining to the major ERNDIM activity; in principle an inventory of inherited 
metabolic disorders is desirable. 
 

4. Should the European Reference Networks privilege the transfer of knowledge? The 
mobility of patients? Both? How? 
From the point of view of ERNDIM transfer of knowledge is very important and ERNDIM 
has been already involved in creating a database of laboratories and methods, and in 
formulating good practice in the field of IMD.  
 

5. Should on-line and electronic tools be implemented in this area? 
ERNDIM fully supports further development in this area. 
 

6. What can be done to further improve access to quality testing for RD?  
 
At the present time there is a wide variation in availability and quality of laboratory testing 
for Biochemical Genetic Diseases among all of the EU countries, especially the newer 
members. ERNDIM is in a unique position to assess service needs and to make 
recommendations on service levels in different countries especially with regard to 
networking. Provision of EQA schemes and encouragement and enabling of accreditation 
are important aspects of improving quality of laboratory services.  

• At the present ERNDIM provides 
o Functional EQA schemes which are economically self sufficient 
o Functional Diagnostic Proficiency testing schemes which are self sufficient 

although obtaining sufficient patient samples is an increasing problem. 
o Selected recommendations for techniques. 
o Directory of labs and methods so far including only about 40% of 

laboratories which claim to provide services. 
o Educational workshops and meetings of DPT participants are held 

annually 
• There remain several deficits which need to be addressed. 

o Inequality of scope and quality of Biochemical Genetic Testing services 
across EU countries. Here ERNDIM can help by providing 
recommendations and support with local training, workshops and financial 
support for participation in schemes in case of financial hardship. 



o Training and education of laboratory specialists is essential to guarantee 
quality of services and in most EU countries this is not formally available. 

o Initial steps towards standardization of procedures need to be 
consolidated and expanded. 

o There is a need to increase the availability of standards, calibrators and 
perhaps kits which presently are not commercially available. 

o Expansion of the laboratory directory with an emphasis on accreditation 
status and participation in external quality control schemes is needed to 
allow clinicians to select biochemical genetic testing laboratories to which 
they send samples. 

o There is a continuing need for EQA schemes for new groups of 
metabolites which need financial support in the pilot phase before they 
become financially self supporting. 

o Continuance of steps to harmonize EQA for biochemical genetic testing 
with Cytogenetic and Molecular genetic EQA providers.  

 
7. Do you see a major need in having an EU level assessment of potential population 

screening for RD? 
Not pertaining to ERNDIM activities. 

 
8. Do you envisage the solution to the orphan drug accessibility problem on a 

national or on an EU scale? 
This is not an area of primary interest of ERNDIM. 
 

9. Should the EU have an orphan regulation on medical devices and diagnostics? 
The majority of biochemical tests for IMD and almost all confirmatory tests carried out in 
Europe are based on home-made reagents and standards which is an unfavourable 
situation with respect to standardization of methods. An orphan regulation for diagnostics 
may promote development in this area and help with standardization in the field of IMDs. 
 

10. What kind of specialized social and educational services for RD patients and their 
families should be recommended at EU level and at national level? 
This is not an area of primary interest of ERNDIM. 

 
11. What model of governance and of funding scheme would be appropriate for 

registries, databases and biobanks? 
It seems appropriate that financing of registries and databases should be provided by the 
EU.  

 
12. How do you see the role of partners (industry and charities) in an EU action on rare 

diseases? What model would be the most appropriate? 
Both types of partners are needed for efficiently diagnosing and monitoring patients with 
IMD. 

 
13. Do you agree with the idea of having action plans? If yes should it be at national or 

regional level in you country? 
As the diagnostic services vary considerably among EU Member States a European 
standard on diagnostic services and their quality control is highly desirable. The ERNDIM 
Trust Board supports an idea of creating minimal standards for diagnostic services at the 
EU level and action plans aimed at fulfilling these standards at the national level.  

 
14. Do you consider it necessary to establish a new European Agency on RD and to 

launch a feasibility study in 2009?  
The idea of creating a European Agency on Rare Diseases is worth considering and the 
ERNDIM Executive Board supports launching a feasibility study. 



 
I am very pleased to have the opportunity to contribute these comments towards furthering 
the aims of the European Union RD initiative on behalf of the ERNDIM Board of Trustees 
and the ERNDIM Scientific Advisory Board. We will be very pleased to contribute and 
collaborate in any way we can towards the development of the various aspects of testing for 
Inherited Metabolic disorders as highlighted by our colleagues of the SSIEM and towards the 
implementation of the initiative. 
 
 
 
Yours sincerely 
 

 
 
Prof. Dr. Brian Fowler 
Chairman of the ERNDIM  
 



This paper represents the views of its author on the subject. These views have not been adopted or in any way approved by the Commission 
and should not be relied upon as a statement of the Commission's or Health & Consumer Protection DG's views. The European Commission 
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