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SUMMARY

NEPHIRD (Network of Public Health Institutions on Rare Diseases) is a project supported by the
European Commission for a 4-year period (starting November 2002). Fifteen European and EU
associated countries participated in the project: Armenia, Belgium, Croatia, Denmark, Finland,
France, Germany, Italy, Lithuania, Malta, Netherlands, Portugal, Spain, Sweden and UK.
Moreover, EUROCAT give an important contribution to NEPHIRD activities.

NEPHIRD aimed at discussing and analysing the epidemiological data collection for rare diseases
(RDs) in participating countries in order to identify and suggest possible approaches for estimating
epidemiological indices (incidence and prevalence). It aimed also at analysing the state of the art
with regard to RDs focusing on health care services accessibility and quality for RDs patients and
undertaking a specific assessment of the quality of life of RDs patients.

To achieve these objectives, the following research activities were undertaken:

e Assessment of the situation of RDs in participating countries including information on the
surveillance system for RDs and the data sources available for the epidemiological data
collection of RDs

e Estimation of epidemiological indices

e Evaluation of the quality of and accessibility to heath and socia care for patients (and
families) with RDs

e Assessment of the quality of life of patients (and families) with RDs

e Approach in assessing health indicators on RDs

1. Assessment of the situation of RDs

The assessment on RDs showed that the posture on RDs at the European level is very heterogenous:

e Different policy attitudes with regards to RDs

e Few countries have publicly funded structures dedicated to RDs

e Few countries have national plans

e Few countries have a system to collect dataon RDs
In this context it will be important to advocate for keeping RDs a priority in the political agenda by
promoting a comprehensive approach for addressing RDs.
Strengthening the collaboration among EU countries is another key action to promote. In addition to
the collaboration at the European level, the development of national plans at the country level will
be essential to ensure the comprehensive approach for addressing RDs.
The development of a surveillance system for RDs remains a priority action to promote and support.
Major obstacles to overcome follow: lack of awareness of the Ministries of Health (MOH) on the
importance of accurate diagnosis, continuous surveillance, trestment and data collection on RDs;
lack of funds; lack of networks and referral systems for the diagnosis and treatment of RDs.

2. Estimation of epidemiological indices

Focusing on 2 diseases (Myasthenia Gravis and Cornelia de Lange syndrome), two different
approaches (a review of relevant scientific literature and a population-based register) were used to
estimate the prevalence of these rare conditions. Accordingly to our analysis, a review of the
literature is useful when dealing with diseases for which a data collection system is not yet in place.
Taking into account the limitations, due to the different characteristics of the studies available and



therefore used on the analysis, it is a rapid way to have an idea of the prevalence of a specific
condition but it provides a crude estimation of the prevalence thus data have to be carefully
interpreted. The prevalence based on registers is more reliable. It is a common understanding that
registers are the ideal sources of data that give valid and reliable epidemiological information. Only
a “population-based register” could ensure a comprehensive view of RDs however, running a
register is a cumbersome and costly activity that is not always effective and efficient.

EUROCAT is a large European network of birth defects registers with multiple sources of active
case ascertainment; thus, following the EUROCAT example, it seems possible and therefore urgent
to promote and support the development of a European network of registers for collecting
epidemiological data on RDs. This would ensure the availability of reliable and comprehensive
information on RDs.

3. Evaluation of the quality of and accessibility to health and
social care for patients (and families) with RDs

To assess accessibility to and quality of health care and social services a pilot survey involving
patients' Associations was carried out in several EU Countries in patients with Myasthenia Gravis,
Neurofibromatosis type 1, Prader Willi Syndrome and Rett Syndrome. The pilot study was
undertaken in the following NEPHIRD countries: Italy, Spain, France, UK, Romania and Turkey.
The assessment encompassing clinical, rehabilitative, social and legal dimensions identified and
confirmed the multidimensional needs of RDs patients.

The overall rate of negative and positive experiences were relatively similar for the four diseases,
suggesting that rare conditions have major common problems: 1) poor social services (educational
and work); 2) lack of health information and 3) inadequate provision of legal support. The study
confirmed the two-fold advantage of carrying out surveys engaging patients and/or their families: 1)
it helps healthcare providers to improve the quality of and accessibility to their services and 2) it
empowers patients.

4. Assessment of the quality of life of patients with RDs

To assess the health-related quality of life (HRQoL) Myasthenia Gravis, Neurofibromatosis type 1
and Prader Willi syndrome were selected as case-study. The study protocol was a multiperspective
protocol including clinical assessment and patient-oriented measures of Quality of life (QoL). The
objective was to link clinical evaluation with HRQoL measurements in order to identify the clinical
aspects that mainly impair QoL. To assess the QoL the most validated generic (SF-36, CHQ-PF50)
and specific QoL questionnaires (MGQ and Skindex) were administered.

The studies confirmed the heavy impact that RDs have on both mental and physical aspects of
patients’ life. Physical and mental aspects of QoL were impaired in all the diseases studied.

In addition, our data demonstrated also that clinical variables are related to the HRQoL .

5. Approach in assessing health indicators on RDs

NEPHIRD contributed to the assessment of health indicators on RDs and provided
recommendations on the identification of indicators for RDs. Discussing different indicators it
seems important to:



e work on mortality data derived from death certificate and morbidity data derived from
hospital discharge. These specific indicators are available in all countries of the EU
although, comparability between countriesis amajor issue;

e continue the discussion to identify alist of health indicators for RDs including indicators to
assess social support for RDs patients and policy actions undertaken with regards to RDs,

e engage patients when defining specific indicators on the quality and accessibility of care.

Conclusions

The results of NEPHIRD activities highlighted major challenges in defining RDs prevalence and in
identifying RDs indicators. The project described also major problems related to the provision of
care for patients with RDs including: poor quality of care, lack of information on RDs, limited
access to and quality of socia care. Finally it confirmed the heavy impact of RDs on QoL of
patients with RDs.
Based on the experience derived from NEPHIRD activities, we suggest to give priority attention to
the following:

e Improving the collection and the exchange of epidemiological data at national and at the
European level
Promote patient involvement and empowerment
Promote a multidisciplinary/multi-faceted approach in order to tackle RDs
Develop information for patients and health professionals concerning RDs
Support research on RDs.



OBJECTIVES OF THE PROJECT

NEPHIRD aimed at analysing and discussing possible approaches for collecting epidemiological
data (prevalence, incidence and mortality) for RDs and at identifying unmet needs and challenges
for patients with RDs.

Focusing on selected RDs, the specific objectives follow:

to undertake an assessment of the state of the art of RDs at the European level;

to estimate epidemiological indices (incidence and prevalence);

to assess the access to and quality of health and socia care services for selected RDs;
to assess the quality of life of patients affected by the selected RDs;

to identify public health indicators for RDs.

SAE A

The RDs identified follow:

e Prader-Willi syndrome
Neurofibromatosis type-|
Rett syndrome
Myasthenia Gravis
Corneliade Lange syndrome
Limb Reduction Defects

The selection criteria used to identify the diseases follow:

e the representation of a group of RDs with major physical involvement (Myasthenia Gravis,
Limb reduction defects), mental impairment (Rett Syndrome), physical-mental impairment
(Prader Willi syndrome), or the impairment of different apparatus and/or organs
(Neurofibromatosis, Cornelia de Lange syndrome).

e agegroup (paediatric or adult).



ACTIVITIES

In this session we describe all the activities undertaken in the frame of the project. In collaboration
with NEPHIRD partners, a website (http://www.iss.it/cnmr/neph/index.php?ang=2) dedicated to
the project, was developed, implemented and it is still active. The website was used to provide
information about the ongoing activities and meetings of the project, to share tools and results.

1. ASSESSMENT OF THE SITUATION OF RDs IN THE
PARTICIPATING COUNTRIES

In 2001, in the framework of the project “NEPHIRD 1 —feasibility phase” a questionnaire was sent
to al NEPHIRD partnersto collect information about RDs within their countries.

Following the 2001 experience, in 2005 the NEPHIRD project, in collaboration with the Rare
Diseases Task Force (RDTF), decided to undertake another assessment of the state of the art of RDs
to update the information considering the increased efforts of EU Member States with regard to
RDs.

In this report, we describe the results of both assessments: the one performed in 2001 and the more
recent one of 2005 in order to facilitate the comparison of results and to obtain a comprehensive
overview of how the situation has changed between 2001 and 2005.

Assessment of the situation of RDs - 2001

In 2001, a questionnaire was sent to al NEPHIRD partners.
The questionnaire aimed at collecting the following information:

e policy and major public health measures taken by the Government of each Country adhering
to the project (articulated in terms of legidlative actions, creation of an organ or a unit that
deals specifically with RDs, and efforts made to (re)organise health institutions to deliver
services to patients affected by RDs);

e existing surveillance or data collection systems for RDs;

e availahility of centres able to diagnose the selected diseases and

e availability of asystematic data collection process within the centre.

The summary of the results of 2001 assessment follow:

Legal basis (Denmark, Italy, Luxembourg, Netherlands)

National public health units (Denmark, Italy)

Network of service delivery institutes (Denmark, Italy, L uxembourg)

Data collection with registers, including birth defects registers (Croatia, Italy, Lithuania)
Current major public health initiatives (Croatia, Italy, Denmark)

Assessment on the situation of RDs - 2005

In 2005, in collaboration with the Rare Diseases Task Force, a new guestionnaire was sent to
NEPHIRD partners. The new questionnaire explored additional topics regarding RDs at the
European level asfollows:

e Availability of National Plans and/or National Centres for RDs treatment;

e Availability of National Networks for data collection;


http://www.iss.it/cnmr/neph/index.php?lang=2

e Availability of National Registers on RDs.

Accordingly to the assessment, the situation is non homogeneous: many Countries have public
funded structures for RDs however, MS have different policy attitudes for RDs; epidemiological
data at EU level are scarce; there is poor collaboration among MS in the research field and limited
attention is given to the role of patients organisations.

The summary of the situation in several MS follow:

National plans (France);

National centres (Denmark, Italy, France, Spain);

National network /registers (France, Germany, Italy, Spain);

Public funded structures (Belgium, Denmark, Estonia, France, Germany, Italy, Netherlands,
Spain, Sweden and United Kingdom);

e Steering Committee on RDs (France, Italy);

e Steering committee on Orphan Drugs (Denmark, France, Italy, Netherlands);

e Databases on RDs (Estonia, France, Italy, Netherlands, Spain);

e Databases on RDs on Orphan Drugs (Denmark, France, Italy, Netherlands, Spain);

e Research: specific schemes (Belgium, France, Germany, Italy, Netherlands);

e Public support to patients organisations (Denmark, Estonia, France, Italy, Netherlands,
Spain, Sweden);

l The details per Country are available on the NEPHIRD website
http://imww.iss.it/cnmr/neph/atti/cont.php?id=142& lang=2& tipo=19

In conclusion, it seems that the posture on RDs at the European level is still very heterogeneous
thus immediate actions are required:

Advocate for keeping RDs a priority in the political agenda;

Promote a comprehensive approach for addressing RDs;

Strengthen collaboration among EU countries;

Promote and support the development of national plans at country level;

Promote and support the establishment of surveillance systemsfor RDs.

The “Rare Diseases Task Force” (RDTF) represents the most appropriate forum to promote such
actions, support and ensure a co-ordinated and comprehensive strategy for RDs at EU level.

The RDTF was set up in January 2004 by the European Commission's Public Health Directorate to
assist the European Commission Public Health Directorate in addressing RDs and to promote the
optimal prevention, treatment and diagnosis of RDs through collaboration among European
countries. The RDTF currently has 37 members including leaders of current or former European
research projects relevant to RDs, member state experts, and representatives of other relevant
European programmes or organisations. The NEPHIRD co-ordinator has been a member of the
RDTF since 2004 and will continue to actively contribute to the RDTF activities.


http://www.iss.it/cnmr/neph/atti/cont.php?id=142&lang=2&tipo=19

2. Estimation of epidemiological indices (i.e. incidence,
prevalence) at the European level

The NEPHIRD project provided two important contributions for the estimation of epidemiological
indices at the European level:
e focusing on 2 selected diseases, analysed and identified pros and cons of two different
methods for estimating prevalence and incidence of RDs
e developed recommendations for establishing network for data collection among EU
countries.

The following paragraphs present the above-mentioned contributions.

Evaluation of epidemiological indices

In order to estimate prevalence and incidence of RDs, two possible methods/data source were
considered: literature review and register-based data collection and analysis.

The literature review was undertaken to estimate prevalence and incidence of the Myasthenia
Gravis (MG), the register data were used to estimate prevalence and incidence of the Cornelia de
Lange syndrome (CdLS).

Epidemiology of Myasthenia Gravis

A review of the relevant scientific literature was undertaken to serve as an example of how to
estimate the prevalence of RDs that don’t have a routine epidemiological data collection system.
Searches were conducted in several data sources: Pubmed, Geneclinics, OMIM, Orphanet and e
medicine, selecting all articles with the objectives of estimating epidemiological indices of
prevalence and/or incidence during the last twenty years only in european countries. The
information collected and summarised for each of the studies follow:

e Design of the study (case reports, cross-sectional surveys);
Target (total population; specific group population; unknown);
Availability of case definition;
Date of diagnosis,
Date of manifestation of first symptoms;
Prevalence and incidence estimate;
Data source (medical record; special survey; multiple source).

Thirteen available studies on the epidemiology of MG during the last twenty years in the European
countries were found and a summary of the results follow:

The overall prevalence was 1.2/10,000.

The point prevalence rate ranged from 0.7 (Greece) to 1.5 (England) per 10,000.

The highest prevalence was in England and Sweden.

The annual incidence was reported to range from 0.04 (Norway) to 0.21 (Italy) per 10,000.
Age-standardized rate to European population were reported only in Norway and Denmark.



‘ Thereport of this study is available on the NEPHIRD website
http:/mwww.iss.it/cnmr/neph/atti/cont.php?id=147& lang=2&tipo=19

The review of epidemiology of MG suggests that it's difficult to have a reliable estimation of
prevalence (or incidence) at the European level, however a literature review can provide rapid,
cheap and crude values.
Two useful tools for conducting a systematic review were devel oped:
e Stepsin conducting a systematic review on how to assess the prevalence in Europe of each
RDs and
e Data extraction form on how to collect the data of each scientific article.

Thetools are available on the NEPHI RD website

—

http://www.iss.it/cnmr/neph/atti/cont.php?id=147& lang=2& tipo=19

Epidemiology of Cornelia de Lange Syndrome

The data provided by Registers were used to serve as an example of how to estimate the prevalence
from routine data collection system.

This study has been performed through aformal collaboration between NEPHIRD and EUROCAT,
a large European network of birth defects registers with multiple sources. This collaboration has
made it possible to conduct a population-based study of the epidemiologic and clinical aspects of
the classical form of CdL S. The data were provided by 33 registers from 16 European countries that
register congenital malformations in live births, stillbirths and terminations of pregnancy covering
approximately 25% of annual birthsin the countries included in the EUROCAT network.

In particular, this study was elaborated by the EUROCAT Working Group: Barisic, V. Tokic, M.
Loane, F. Bianchi, E. Cazolari, E. Garne, D. Wellesley, H. Dolk.

Based on the 20-year epidemiologic monitoring of birth defects in Europe it was found that:

e theprevalence of classical CdLSis 1.23/ 100,000 births;

e the overal prevalence for classical and mild cases is estimated to be 1.6 — 2.2 /100,000
births;

e the most frequent major congenital malformations associated with CdLS are limb defects
(73.1%), congenital heart defects (45.6%), central nervous system malformations (40.2%)
and cleft palate (21.7%);

e prenata diagnosis by ultrasound examination accounts for almost a quarter of diagnosed
cases,

¢ infantswith CdLS have ahigh first week survival rate;

e inthe mgority of cases the karyotype is normal. Identified abnormal karyotypes may be
responsible for the Cornelia de Lange syndrome by disruption of the gene/genes responsible
for the CdL S phenotype;

e maternal age and paternal age do not seem to be arisk factorsfor CdLS;

e amost 80% of cases, born after the 37" week of gestation, weighed less than 2,500 g; low
birth weight correlates with a more severe phenotype, including severe limb anomalies.

10
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Thereport of this study is available on the NEPHIRD website
' http:/imww.iss.it/cnmr/neph/atti/cont.php?id=147& lang=2& tipo=19

The prevalence based on registers is more reliable. It is a common understanding that registers are
the ideal sources of datathat give valid and reliable epidemiological information.

However, running a register is a cumbersome and costly activity that is not aways effective and
efficient. It is also technically difficult to ensure its quality. EUROCAT is a good example of a
network of registers: EUROCAT network surveys more than 1 million births per year in 19
countries, providing essential epidemiological information on congenital anomalies. Such registers
are quite uniformly distributed throughout Europe, they are good sources of reliable information for
severa RDs, fulfilling amost al needs, from serving as a tool for surveillance to providing
epidemiological estimates.

Accordingly to NEPHIRD studies, immediate actions are needed to promote, support and
implement registers for RDs. It is essential to develop registers able to collect information on
different groups of RDs and not only one.

The model of EUROCAT, could be used to establish a network for collecting epidemiological data
on RDs among different countries. This would ensure the availability of reliable and comprehensive
information on RDs.

11
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Recommendations for establishing a network for data collection among EU
countries

NEPHIRD experts held different meetings to discuss and agree on the most important issues to
consider for establishing a network for data collection among EU countries. Experts discussed and
addressed the following major issues. disease selection, type of information to be collected,
identification of centre for data collection, data management, data quality and coding system.

Disease selection

For the purpose of data collection, diseases could be selected on the basis of several factors such as:
e possibility for preventive action;

presence of national or regional databases;

interest of specific stakeholder such as scientists;

technical feasibility e.g. presence of clear case definition;

presence of other factors, e.g. on-going clinical or therapeutic research;

availability of patient’s associations;

political visibility;

representative of other groups of pathologies (metabolic disorders, congenital

malformations, rare tumours, neurological disorders, auto-immune diseases, etc.)

Type of information to be collected

The type of information to be collected depends on the objectives desired. Estimates of frequency of
occurrence and surveillance may need relatively limited information, however the quality of this
information (completeness and reliability) will be fundamental in establishing a surveillance system
thus great expertise will be needed to ensureit.

In principle, the minimum data-set to be collected for all diseases should include the following
information:

Patient related
e |dentification code
Date of birth
Age
Sex
Place of birth
Locality of residence
Educational level
Occupation
Personal data of parents: education and occupation

Institution related
e The diagnosing/treating centre: name, address
e Date of compilation
e Institution that sends data (name and address)

Diseaserelated
e Name of the disease
e Date of onset
e Date of diagnosis

12



e Modality of diagnosis
e Other possible features. severity

I nformation on the course of illness
e Treatment given
e Patient outcome (dead, alive...)

Information on possible risk/protective factors
e Environmental exposure: residence, work place
e Lifestyle and behaviour: acohol, smoking, drugs, etc.
e Familiarity

Additional variables can be included according to specific problems related to the condition.

In addition to the identification of the variable, a standardised data collection processes is essential
for collecting reliable and homogeneous data.

A standardised data collection process should include: computerized data collection system;
standard definition of the variable to collect, data management security. In addition, the elaboration
of technical standards and their implementation improve the quality of information collected.

Data management and mechanisms to ensure quality

It is important to introduce mechanisms which could contribute to guarantee the quality of the data
collected. This can be done through both a managerial and a statistical approach.
The elements to ensure the quality of data collection process include:
the presence of clearly established objectives for data collection,;
the availability of a standardised case definition;
the ability of each centre to make appropriate diagnosis of the diseases of interest;
the correlation of the objectives with the data set,
the identification of ateam responsible for data management. The team should minimise the
errors a all stages of the programme by:
- supervising the data entry, data collection, data validation;
- organising the flow of data;
- ensuring data quality and security (backups, confidentially), including paper
forms;
- installing and maintaining the hardware and software;
producing summary of the data.
Experts wggest that data must be: Timely; Accurate; Complete; Oriented; Measurable and
Applicable. The acronym TACOMA is well known and used to recal these characteristic
(Guidelines for conducting Birth Defects Surveillance, 2004).

The Coding system

An important aspect for data collection is the Coding Process.

Codes for RDs are necessary for case storage and retrieval. Problems with coding have a major
impact on RDs. Only few inappropriately coded cases can greatly influence the epidemiological
rate.

During the coding process (the trandation of medical terminology into a code) the information is
lost or distorted as the patient is viewed, described by the physician and abstracted and recoded by
the programme.

13



The goal should be to minimize this distortion as much as possible, while realizing that a certain
amount of distortion is inevitable. Although verbal descriptions are helpful, consistent terminology
is often not used.

Codes need to be specific. Coding the diseases as specifically as possible is advantageous to prevent
additional work at time of analysis. However, this goal for specificity needs to be balanced against
producing a coding system that becomes cumbersome; codes that will be used only rarely are not
beneficial.

An effort should be made to:

e minimize the number of diseases that will be coded under non-specific code categories, such
as “other specified” diseases of a particular system.

e avoid code redundancy, since it can occur when several non specific codes are used to
describe a specific code (ex. Tetralogy of Fallot). Redundant codes are inefficient and can
lead to confusion. A redundant coding can result in counting an infant in multiple diseases
categories.

The selection of acoding system isacritical decision for a surveillance programme.

A clinical modification of the ICD-9 (the ICD-9-CM), consists of five-digit system used in hospital
discharge diagnosis. This system is still not sufficiently precise for many birth defects register uses.
For example in ICD-9-CM 756.79 code for “other congenital anomalies of abdominal codes’
includes both omphalocele and gastroschisis, defect that are etiologically and epidemiologically
heterogeneous. In particular the coding of syndromes has presented some challenge.

A tenth revision of the clinica modification of 1CD-10 (with alphanumeric codes) allows for
additional expansion of the codes, without codes becoming unwieldy.

An important function of surveillance programme is to follow trends in rates and geographical
distribution therefore, a coding system need to be relatively static and uniform. However advances
in medical technology do necessitate changes in the coding system.

Because of the importance of coding, a process to evaluate coding quality should be included to a
surveillance programme. The system of 1CD-9 (ICD-9-CM) and ICD-10 are still not sufficiently precise
for many RDs.

In fact, the RDTF is collaborating closely with WHO on the ICD-10 international classification of
diseases, (considering all other existing classifications) in order to provide the RDs community with
aunified system.

14



3. Evaluation of the quality of and accessibility to health and
social care for patients with rare diseases

A pilot study was carried out to assess the quality of and accessibility to health and social care
services. The study focused on 4 of the diseases studied by NEPHIRD: Myasthenia Gravis,
Neurofibromatosis, Prader Willi syndrome and Rett Syndrome. These diseases were selected
because of their magor physical involvement (Myasthenia Gravis), mental impairment (Rett
Syndrome), physical-mental impairment (Prader Willi syndrome) or because of the impairment of
different systems and/or organs (Neurofibromatosis). The pilot study was undertaken in 4
Countries: Italy, Spain, France and UK. It is worth mentioning that because of the increasing
interest on RDs and the better networking at the EU and not EU level, additional countries such as
Romania and Turkey expressed their interest in being involved in the study and they were
welcomed to participate.

For each of the 4 diseases, patients associations were identified among the different countries as
follows:

Prader Willi Syndrome
e LaFederazione delle Associazioni Italiane per I'aiuto ai soggetti con sindrome Prader Willi
(Federation of Italian Prader Willi Associations), Italy;
e Romanian Prader Willi Association, Romania
Neurofibromatosis
e Associazione Neurofibromatosi (Neurofibromatosis Association), Italy;
e Francaise contre les Myopathies (France Myopathies Association), France;
e Associazione Linfa (Lymph Association), Italy.
Myasthenia Gravis
e A.lLM. Toscana Onlus and A.l.M. Veneto Onlus (Italian Myasthenia Gravis Association),
Italy;
e Asociacion Espanola de Nerofibromatosis (Spanish Myasthenia Gravis Association), Spain.
Rett Syndrome Syndrome
e Association of Rett Syndrome families, Turkey;
e Associazione Italiana Rett Sindrome, (Italian Rett Syndrome Association) Italy.

A self-filled questionnaire was elaborated and validated by the health service research experts in
collaboration with the clinical experts of the selected diseases.

' The questionnaire is available on the NEPHIRD website
http://imww.iss.it/cnmr/neph/atti/cont.php?id=148& lang=2& tipo=19

In total 302 questionnaires were filled in: 66 for Prader Willi Syndrome, 89 for Myasthenia Gravis,
99 for Neurofibromatosis, 48 for Rett Syndrome.

For Prader Willi and Rett syndromes, amost all questionnaires were filled in by caregivers due to
patients’ mental retardation.

15
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The most negative experiences were reported on coordination of health services (58%), quality of
information (44%) and social care (27%).

Eighteen percent of respondents reported a negative opinion on financial support and only 16% on
the relational quality including lack of kindness and empathy of professionals.

More details follow:
e the most frequent negative opinions on health care were reported on quality of and
accessibility to psychologica support (31%);
e the most frequent negative opinions on social care are related to the quality of and
accessibility to work (29%);
Other negative opinions were reported on the following:
e health information on the diseases provided by professional (41%);
e quality and quantity of information on laws and rights (48%) and
e quality of vocational training (44%).

The assessment encompassing clinical, rehabilitative, social, educational and legal dimensions
identified and confirmed the multidimensional aspect of the needs of RDs patients.

Although the study presents some technical limitation due mainly to the small numbers of the
samples, the results appear to be of great interest:

e The overal rate of negative and positive experiences are relatively similar for the four
diseases, suggesting that rare conditions have major common problems. 1) socia services
(educational and work); 2) lack of heath information and 3) inadequate provision of legal
support.

e More social then medical problems were reported, however it could be due to the different
availability of social and health care services within each country thus the results have to be
carefully interpreted.

e Thisstudy clearly stresses the importance of considering the different needs of RDs patients,
needs that go clearly beyond the clinical side of the disease.

e |t also points out interesting differences between countries with a different socio-economic
situation. Further studies should be conducted to better explore such differences.

e The study confirmed the two fold advantage of carrying out surveys engaging patients
and/or their families: 1) it helps healthcare providers to improve the quality of and
accessibility to their services and 2) it empowers patients.

‘ Thereport of this study is available on the NEPHIRD website
http:/imww.iss.it/cnmr/neph/atti/cont.php?id=148& lang=2& tipo=19
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This study has produced the two following peer-reviewed publications:

1. KodraY, Morosini PR, Petrigliano R, Agazio E, Salerno P, Taruscio D. Access and Quality
of health and social care on rare diseases. patients and caregivers experiences. Ann Ig.
2007 Mar-Apr;19(2):153-60.

2. KodraY, Salerno P, Agazio E, Mirabella F, Taruscio D. Accessibility and quality of Italian

health and social services: the experiences of patients with Neurofibromatosis type 1 and of
their relatives. Ann 1g. 2007 Sett-Oct 19 (5) (in press).
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4. ASSESSMENT OF THE QUALITY OF LIFE OF PATIENTS
(AND FAMILIES) WITH RARE DISEASES

The Health Related Quality of Life (HRQoL) is a concept of Quality of Life (QoL) that relates
specifically to a person’s health and refers to the measure of the patients' functioning, well-being
and general health perception in each of the three domains. physical, psychological and social.

Over the last two decades, clinical researchers emphasized the need for a thorough evaluation of
patient’s quality of life (QoL) in order to study the impact of chronic illnesses and their treatments
on patient’slife.

To assess the impact of a disease on the QoL, it is necessary to link conventional clinical variables
with HRQoL measures.

HRQoL measure can be obtained through general and specific standardized tools. The need for
standardized tools stimulated an extensive and rigorous process leading to the development of
validated patient-oriented instruments.

The availability of such tools is very important to increase the understanding of RDs. Because RDs
have an impact on the physical, emotional, psychological, cognitive and socia aspects of the lives
of patients, within the NEPHIRD framework it was agreed to undertake different QoL studies
aimed at assessing the relationship between the severity of the diseases and the QoL of the patients.

Three diseases were selected because of their major physical-mental impairment (Prader Willi
syndrome), physical involvement (Myasthenia Gravis) or because of the impairment of different
systems and/or organs (Neurofibromatosis). The study protocol was a multiperspective protocol
including clinical assessment and patient-oriented measures of QoL.

The most validated generic and specific QoL questionnaires were used:

the Short Form-36 (SF-36);

the Child Health Questionnaire-Parent Form 50 (CHQ-PF50);

Myasthenia Gravis Questionnaire (MGQ);

Skindex designed to assess the QoL in NFL1.

‘ SF36 and CHQ-PF50 questionnaires are available
on the NEPHIRD website
http://imww.iss.it/cnmr/neph/atti/cont.php?id=149& lang=2& tipo=19

The studies confirmed the heavy impact that RDs have on both the mental and physical aspects of a
patients’ life. Physical and mental aspects of QoL were impaired in all the diseases studied.

For diseases with more disfigurement such as PWS (presence of characteristics facial features) and
NF1 (presence of neurofibromas), mental aspects of quality of life were compromised. For MG,
physical aspects of the quality of life was more impaired.

Our data demonstrated also that clinical variables are related to the HRQoL.

The studies support the idea of promoting QoL assessment to guide clinical decision and to identify
specific patient needs to be considered in the everyday management of the disease.
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In patients with NF1 the impact of the cosmetic features due to the presence of neurofibromas
represent amajor concerns for patients as reported in the QoL assessment (emotional aspect showed
the greatest impact).

In Prader Willi patients body weight is the clinical finding which mainly and negatively influences
the physical aspects of quality of life.

Promoting the assessment of QoL, it is important to discuss the different tools available. So far two
different kinds of instruments exist: the generic and the specific.

The generic instruments evaluate QoL as a whole. They are applicable to a wide range of
individuals of different cultures, different type and severity of diseases. These instruments are more
appropriate to compare different diseases and interventions and to support decision-making
process.

The specific tools are those developed for specific diseases. They focus on the phenomenon of
interest, are more sensitive and more acceptable however they do not allow comparisons. Specific
tools are less common and available, thus more specific instruments need to be developed and
validated in order to further study RDs.

Thereport of the assessment of QoL for NF1, Prader Willi syndrome and Rett
I syndrome are available on the NEPHIRD website
http://imww.iss.it/cnmr/neph/atti/cont.php?id=149& lang=2& tipo=19

This study has produced the two following peer-reviewed publications:

1. Yllka Kodra, Sandra Giustini, Luigina Divona, Roberto Porciello, Stefano Calvieri, Pierre
Wolkenstein, Domenica Taruscio. Health related Quality of Life in patients with
Neurofibromatosis type 1: A survey of 129 Italian patients. (submitted).

2. Pietro Caiandro, Graziano Grugni, Luca Padua, Yllka Kodra, Pietro Tonali, Luigi
Gargantini, Letizia Ragusa, Antonino Crind, Domenica Taruscio. Quality of life assessment
in a sample of patients affected by Prader-Willi Syndrome. J Paediatr Child Headlth (in
press).
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5. APPROACH IN ASSESSING HEALTH INDICATORS ON
RDs

Most of the actions supported by the Programme of Community Action in the Field of Public
Health (2003-2008) have been related to the development of indicators.
In this context the NEPHIRD project has used its network of experts to provide recommendations
on the identification of indicators for RDs.
Subsequently, when the Rare Diseases Task Force (RDTF) was established, the NEPHIRD
coordinator was invited to join the RDTF; since then the NEPHIRD coordinator and NEPHIRD
experts have been working with the RDTF working group.
In the following paragraphs we summarise the initial discussion and recommendations of
NEPHIRD experts on indicators for RDs. They focused mainly on 2 categories:

e Hedlth status;

e Health care system.

Health status indicators
Mortality

The source of information is death certificates; the reliability of mortality data depends on accuracy
of the vital registration system in each country. Causes of death are coded according to the
International Classification of Diseases and Causes of Death (ICD). Problems of temporal and
geographic comparison derive from different versions of the ICD adopted over time. Specific
indicators are:

e crude death rate: total number of deaths divided by estimated mid-year population per

100,000;

e cause-specific crude death rate: number of cause-specific deaths divided by estimated mid-
year population per 100,000;

e agestandardized death rate: death rate estimated after age-standardization has been
performed,

e age-specific death rate: total number of deaths divided by mid-year population per 100,000
for specific age groups.

Mortality data are routinely collected in al countries and are of fairly good quality. In order to use
mortality data for studying RDs, particular attention should be paid to multiple cause-of-death data
(including underlying and non-underlying causes) which can allow researchers to maximize the use
of the diagnostic information on the death certificate and provide ways of looking at mortality data
that go well beyond the typical examination of the underlying cause of death.

In addition, it will be important to consider how to link mortality data with other data sources (such
as registers, hospital discharges), in order to evaluate the completeness of mortality data and how to
combine them with the high quality of data coming from the other data sources.

Moreover, fatal diseases are more likely to be reported on the death certificate. Thus mortality data
are more accurate for these diseases and attention should be paid in interpreting data related to non-
fatal diseases.

‘ Further discussion is available on the NEPHIRD website
http: //mww.iss.it/cnmr/neph/atti/cont.php?id=150& lang=2& tipo=19
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Morbidity data

Morbidity rates are the number of cases of a disease within a given time in a defined population.
Morbidity can be described using the following frequency measurements. incidence rate,
prevalence.

The definitions of specific morbidity indicators follow:

e incidence rate: the number of first events divided by the population at risk per 10,000 or
100,000 person/years at risk. Person/years at risk consists of the sum of periods of time
(years) at risk contributed by each of the person included in the study. Incidence may be
estimated through the follow-up of a population enrolled in a cohort or the identification of
new events in a dynamic population. It can be obtained using longitudinal studies or disease
registers.

e prevalence: the proportion of persons with the disease in a population per 10,000 or 100,000
at a particular time. It is assessed by surveys, or by indirect methods on the basis of
incidence and survival data. Prevalence is the most important indicator in the surveillance of
elderly people since patients with chronic diseases have a greater impact on public health
system; these data are useful for hospital and primary health care planning.

The importance of these measures differs according to the disease and the age group. In younger
age groups the most important indicator is the incidence rate; in older people, prevalence are more
important since patients with chronic diseases require more continuous therapy and rehabilitation,
and have a greater impact on the public health system. For acute events, incidence rates are in
general target measures, while for chronic conditions incidence as well as prevalence may be of
interest. Incidence is used mostly for etiological research objectives; prevalence is useful for
hospital and primary care planning.

Standardised rates are important to make cross-group comparisons and to investigate time trends,
although absolute numbers are often necessary to evaluate the burden of the disease.

Generic health status

The most important indicator of generic health status is Quality of Life. This includes measures of
perceived health and of health-related quality of life, often expressed in functional terms.
Measurement instruments may address each of these health dimension separately. Examples of
genera ‘health-related quality of life' instruments are the SF-36 and Eurogol-5D questionnaires.
The importance of QoL measurement in patients with RDs and issues of the different tools available
for QoL assessment have already been discussed in section: “Assessment of QoL”, thus in here we
can only reinforce our message of the importance of data collection on QoL.

Composite health status

These indicators are constructed as combinations of mortality data, on one hand, and data on
morbidity or generic health status measures, on the other. We propose to consider disability as a
composite measure of health status according to ECHI definitions. RDs are the leading cause of
disabilities. The indicator of Disability is Disability-Adjusted Life Year-DALY': years lost due to
premature mortality and years lived with disability. It is equal to the sum of the number of years |ost
due to RDs in a population (YLL) and to the number of years lived with disability of known
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severity and duration for a RDs in a population (Y LD). Routinely data collection and indicators on
these indicators are still not available.

Health care system indicators

Possible indicators for health care systems are those related to the quality of the service provided.
Because the quality of care is mainly assessed through the assessment of patient’s and caregivers
opinions, an ad hoc questionnaire needs to be devel oped.

Other important indicators with regard to the health care system are those of utilisation.

A few examples of utilisation indicators follow:

Hospital multi-stay rate: is the observed average number of hospitalizations for
patients with one or more hospital stays

Hospital’s standardised multi-stay ratio:  is the ratio of the geometric mean of the observed number of
hospitalizations per patient to the geometric mean of the
expected number of hospitalizations per patient, conditional
on the types of patients admitted to that hospital

Global readmission rate:

Related adverse readmission: readmissions that indicate potentialy sub-optimal care
during initial hospitalization, identified from administrative
data using readmission diagnoses and intervening time
periods designated by physician panels

Early readmission rate: unscheduled readmission within 31 days after discharge

Data on these indicators should be based on hospital discharge.

Moreover, indicators should be identified and defined for the following areas: neonatal screening;
access to care, health operator training; reference centres or reference networks; highly specialized
technologies, transplantation, access to innovative drugs, therapeutic trial participation, insurance
coverage for costly drugs, expenditures for specific diseases, equity of access, genetic laboratories,
prenatal diagnosis, public health surveillance programs, public policies for rare diseases, clinical
research support and fundamental research.

The following challenges have to be considered in selecting indicators on health care system:
e thelong processfor field testing the indicators. It is atime consuming exercise, however it is
essential to ensure validity and reliability (Table 5.1).
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Table 5.1 Development and field testing of indicators

Stage Notes

a literature review together with interviews with college fellows in clinical practice to

! collect views and suggestions for appropriate indicators

5 formation of an expert working party (delphi group) to consider the literature and
interview report (field review report) and to draft prospective indicators

3 field testing in hospitals with an emphasis on whether the relevant data can be extracted
easily

4 further review by the college working party with indicator adjustments made where
necessary

5 pilot studies in hospitals with an emphasis on whether the indicator is useful in a quality
assurance program

6 final approval of the indicators by the college

introduction of the indicator in accreditation assessments

The differences existing among EU MS in terms of health system. The responsibility for patient
care implies collaboration between different health care providers and also with non-health care
providers. The health care systems and the interface with the social network of support differ among
the EU Member States and this influence the selection of indicators. In addition, there are some
differences also in clinical practice between different countries and these also have an impact on the
relevance of particular health care indicators.

Defining health care system indicators, it is important to find a balance between the need of alarge
number of indicators that allow a comprehensive assessment of the different dimensions of quality
of health care services and the feasibility/practicability of collecting all the indicators. Greater effort
Is needed to collect, analyse and interpret many indicators. In addition, the interpretation of many
indicators may be difficult and challenging for the organisations trying to improve the quality of
their services.

Indicators may be inappropriate for assessing health care if:
e they represent low frequency events;
e there are no avail able/accessible data to measure them;
e they represent subjective issues,
e they require acomplex risk adjustment.
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General Conclusions

In the previous chapters of this report we described the results of the NEPHIRD activities
highlighting major challenges in defining RDs prevalence and in identifying RDs indicators. We
have also described major problems related to the provision of care for patients with RDs: limited
access to and quality of social and health care, lack of information on RDs, etc.

Finally we confirmed the heavy impact of RDs on QoL of patients with RDs.

Results of the project activities have been presented during a 4-day-conference organised by the
Italian National Institute of Public Health (Istituto Superiore di Sanita, Rome) in order to discuss
with experts and stakeholders strategies and actions required to address RDs. The meeting was also
an opportunity to increase awareness on RDs and to advocate for immediate actions to tackle RDs.

Theresults of the conference are available on the NEPHIRD website

http: /mww.iss.it/cnmr/neph/rice/cont.php?id=135& lang=2& tipo=20

Accordingly to our findings, we think that attention should be given to the following:

Strengthen the exchange of epidemiological data

More cooperation is required among EU M S for addressing epidemiological gaps.

The collaboration of EU countries should aim a implementing European networks for
epidemiological data collection.

Many European registers for single, specific RDs exist. It is urgent to develop networks to collect
data on groups of RDs at European level.

Moreover, cooperation with ORPHANET should be strengthened for estimating prevalence and
incidence of RDs in Europe on the basis of available data sources.

Recommendations

e Development of networks for epidemiological data collection on the basis of the lessons
learnt from the aready well established and functioning registers network such as
EUROCAT.

e Support the discussion on the Centre of reference exploring the idea of developing the
network for data collection using the centres of reference as data sources. One of the criteria
that these centres should fulfil is the involvement in epidemiological surveillance. In case,
promote the idea of including expert epidemiologists in these centres to guide and supervise
the data collection process.

e Support the implementation of a European pilot project for the development of a European
network for data collection.

Promote engagement of patients

A growing body of evidence shows that patient engagement in treatment decisions and in managing
their own healthcare can improve patients experience and often results in better health outcomes
and more appropriate and cost-effective utilisation of health services. In addition to the potential for
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achieving greater efficiencies in resource use, encouraging patients to take more control when they
areill may also prove to be an effective tool for improving public health, as well as personal health.
The key to greater patient engagement lies in promoting involvement; empowerment, and a sense of
ownership of their healthcare.

As much as we advocate for patients' engagement we should also provide them with the skills and
knowledge necessary to fulfil the important role we are asking them to play.
Patient literacy and capacity building are fundamental to patient engagement.

Initiatives aiming at building the capacity of patients are scarce. The EURORDIS (European
Organisation for Rare Diseases) is actively implementing training for patients and the EMEA
(European Agency for the Evaluation of Medicina Products) is now planning some training
programmes. These initiatives should be better supported and the collaboration with EURORDIS
should be strengthened to ensure a meaningful engagement of patients with RDs.

Recommendations

e Promote and support further studies on patients experiences and needs,

e Promote engagement of patients in research and disease management to explore unmet
needs and to plan new strategies and more effective interventions on RDs;

e Promote the development of new methods to collect information on patients needs. In
particular, Narrative Medicine is an approach to gather relevant information on diseases
from patients through “IlIness stories” and it could be used to improve clinical knowledge;

e Support patients literacy and patients empowerment.

Promote a multidisciplinary/multifaceted approach to tackle RDs

People suffering from a RD often experience the same problems: failure or delay in diagnosis,
scarcity of health information, lack or delay of referral to specialised professionals, poor co-
ordination of in- and out-patient care, scarce socia welfare support, and lack of support towards
integration into work, social and family environments.

These multi-dimensional problems of patients with RDs can not be treated with a single
intervention thus a multiperspective approach is needed to study, manage and treat RDs.

The large number, low prevalence and heterogeneity of RDs, need a multidisciplinary approach
bringing together teams working in clinical, social science and research fields. In this context,
particular attention should be given to the ethical emerging issues such as those related to privacy
and confidentiality in data collection from individual records, to clinical research or to the use of
techniques derived from human genetics or biotechnologies.

Recommendations

e Strengthen the collaboration at the European level to develop lessons learned and identify
models for a comprehensive approach to tackle RDs

e Promote the development of comprehensive national plans for RDsin each MS

e Promote the provision of socia support for RDs patients

e Explorethe need for an Advisory Ethica Committee for RDs at the European level

Develop information for patients and health professionals involved with RDs

Patients and their families have difficulties in getting information on their disease and in
finding their way within the heathcare system. This leads to diagnostic errors, which ater the
quality of their care, and increases their feelings of isolation.
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In addition, the information aimed at professionals is dispersed and difficult to access in a context
where knowledge is evolving rapidly. Health care workers need to have real-time access to
validated and updated recommendations for clinical practice, and should be able to identify the
specialised services to which they can send patients.

The availability of validated information, which is pertinent and easy to access, is therefore
essential to the improvement of patient care.

Recommendations

Promote and support the devel opment and dissemination of clinical guidelines;
Support the development of information materials for patients;

Support training of healthcare workers;

Promote the availability and share of information through web-base systems.

Support research on RDs, in particular

in epidemiology (networks of data collection considering the involvement of centres of
reference)

descriptive and analytical epidemiology in the domain of the natural history and clinical
nosology of a disease;

socia impact of RDs;

socia care needs and differences among EU countries. Validated tools to assess quality of
care on the basis of patients opinions/health care users are needed. The questionnaire used
in this study was only a pilot tool and it would be very important to improve it. Rigorous
methods should be used to €licit the patients experiences; responses are subjective and
difficult to interpret since they depend also on expectations that vary greatly among patients.
The best way to collect patient’s opinions should be further discussed (general evaluation
categories versus detailed description of the experience);

access to healthcare and treatment for patients with RDs.
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Appendix 1

Armenia

Belgium

Croatia

Denmark

France

NEPHIRD partners by Country

Albert A Matevosyan

Head of the Department of Medical Genetics.

Y erevan State Medical University after M.Herats

President of "Neurohereditary Diseases' Charity Association * NGO
e-mail: matev@netsys.am; armat@xter.net

Annicks Volges

Center of Human Genetics

Herestraat 49, B-3000 Leuven, Belgium
e-mail; annick.vogels@uz.kuleuven.ac.be

Eric Legius

Center of Human Genetics

Herestraat 49, B-3000 Leuven, Belgium
e-mail: eric.legius@uz.kuleuven.ac.be

Jean Pierre Fryns

Center of Human Genetics

Herestraat 49, B-3000 Leuven, Belgium
e-mail; Jean-Pierre.Fryns@med.kuleuven.be

Ludwine Messiaen

Molecular Laboratory, Centre of Medical Gentics
University Hopital Gent. De Pintelaan

e-mail : Ludwine.Messiaen@rug.ac.be

Ingeborg Barisic

Department of Pediatrics

Children’s University Hospital Zagreb Klaiceva 16
10000 Zagreb - Croatia

tel 385-1-4600107

fax 385-1-4600160

e-mail: ingeborg.barisic@kdb.hr

Sdnger Annette

Centre for Rare Diseases and Disabilities

Aarhus Vesterport 3, 8000 Aarhus C, DK (Denmark)
e-mail: annette.saenger @csh.dk

Claude STOLL

Service de Génétique Médicale
Strasbourg Cedex, France

Tel. +33 388128120

Fax. +33 3 88128125

e-mail: Claude.Stoll @chru-strasbourg.fr

Pierre Wolkenstein

Coordinator of the Grand Paris Neurofibromatoses Center
Department of Dermatol ogy Henri-Mondor Hospital France
e-mail: pierre.wolkenstein@hmn.aphp.fr

Silvie Bastuji-Garin
Service de Santé Publique, Henri-Mondor Hospital France
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Finland Illka Sipila
HUCH, Hospital for children and Adolescents, Helsisnki
e-mail; illka.sipila@huch.fi

Juha Tuomas Kalervo Peltonen
Department of Anatomy and Cell Biology,
University of Oulu, Oulu — Finland
e-mail: juhapelt@sun3.oulu.fi

Sirkku Anneli Peltonen
Department of Dermatology, University of Turku, Turku — Finland
e-mail: sipelto@utu.fi

Germany Annette QUEISSER-LUFT
Mainz Congenital Birth Defect Monitoring System
Kinderklinik der Joh Gutenberg Universitat
Mainz — Germany
e-mail: queisser@kinder.klinik.uni-mainz.de

Arthur Melms
Departement of Neurology, University of Tubingen
e-mail: arthur.melms@uni-tuebingen.de

Dieter Kaufmann

Institute of Human Genetics

University of Ulm, Germany

e-mail: dieter.kaufmann@medizin.uni-ulm.de

George F. Hoffmann
University Children’s Hopital of Heildenberg
e-mail: Georg_Hoffmann@med.uni-heidelberg.de

Thorsten Rosenbaum
Department of Medicals Genetics, Y erevan State Medical University
e-mail: Thorsten.Rosenbaum@uni-duesseldorf.de

Victor Felix Mautner
German NF Association
e-mail: vrges@aol.com

Italy Domenica Taruscio
Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma-— ltaly
e-mail: taruscio@iss.it

Alberto Burlina
Dipartimento di Pediatria, Universitadi Padova— Italy
e-mail: burlina@pediatria.unipd.it

Angelo Selicorni

Centro di Genetica Clinica per I'Infanzia
Clinica"G. e D. De Marchi", Milano — Italy
e-mail: gen.cli.sindrom@inwind.it

Benedetto Terracini

Dipartimento di Scienze Biomediche e Oncologia Umana,
Universitadi Torino - Italy

e-mail: benedetto.terracini @f astwebnet.it

Sergio Bernasconi
Azienda Ospedaliero-Universitariadi Parma, — Italy
e-mail: sbernasconi @ao.pr.it
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Antonio Crino
Ospedal e Pediatrico Bambino Gesu, Roma— Italy
e-mail: crino@opbg.net

Elisa Calzolari
Istituto di Genetica Medica, Universitadi Ferrara
e-mail: cls@dns.unife.it

Fabrizio Bianchi

Istituto di Fisiologia Clinica,

Consiglio Nazionale delle Ricerche — Areadi Ricerca e di alta Formazione
e-mail: fabriepi @ifc.cnr.it

Francesca Torricelli
Piastrade Servizi Azienda Ospedalieri Careggi, Firenze
e-mail: torricellif @ao-careggitoscana.it

Gaia Marsico
Regione Toscana, Commissione Regionale Bioetica
marsico@negrisud.it

Gianfranco Tarsitani

Dipartimento di Scienze di Sanita Pubblica Universitadegli Studi "La Sapienza’,
Roma - Italy

e-mail: gianfranco.tarsitani @uniromal.it

Giuseppe Chiumello
San Raffaele, Clinica Pediatrica
e-mail: chiumello.giuseppe@hsr.it

Giuseppe Hayek

Dipartimento di Neuropsichiatriainfantile;
Azienda Ospedaliera Senese, Siena— ltaly
e-mai: g.hayek@ao-siena.toscana.it

Graziano Grugni
Istituto Auxologico Italiano, Verbania— Italy
e-mail: g.grugni @auxologico.it

Luca Padua
Facoltadi Medicina, Universita Cattolica, Roma— Italy
e-mail: |padua@rm.unicatt.it

Michele Lipucci
Associazione Veneta Lotta ala Talassemia e Commissione per gi interventi urgenti
e-mail: mlipucci @agr.unipi.it

Pier Luigi Morosini

Centro Epidemiologia e Biostatistica, |stituto Superiore di Sanita,
Roma— Italy

e-mail: morosini @iss.it

Romano Tenconi
Servizio di genetica, Dipartimento di Pediatria Universita di Padova
e-mail: romano.tenconi @unipd.it; genetica@child.pedi.unipd.it

Lithuania Vaidutis KUCINKAS
Human Genetic Centre, Faculty of Medicine
Vilnius University, Santarischi 2, LT —2021
e-mail: Vaidutis.kucinskas@mf.vu.lt
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Malta

Netherlands

Portugal

Spain

United Kingdom

Algirdas Utkus
State Medicines Control Agency, Vilnius; Lithuania
e-mail: Vaidutis.kucinskas@santa.lt

Miriam GATT

Malta Congenital Anomalies Register

Department of Health Information St. Luke's Hospital
Guardamangia, Malta

e-mail: miriam.gatt@magnet.mt

Miriam DALMAS

Malta National Cancer Register
Department of Health Information
St. Luke' s Hospital,
Guardamangia, Malta

e-mail: miriam.dalmas@magnet.mt

Ysbrand POORTMAN

V SOP Centre of Rare Diseases,
Vredenhofstraat 31 3761 HA, Soestdijk
e-mail: vsop@knoware.nl

Luis NUNES

Ministério da Saude, Servico de Genética Médica
Hospital de Dona Estefania, R. Jacinta Marto
1169-045 Lisboa

e-mail: sgenetica@hdestefania.min-saude.pt

Salome de Almeida
Servico Genética Médica - Hospital Dona Estefania, Lisboa Portugal
e-mail: saralinda@mail .tel epac.pt

Manuel POSADA De La Plaz

Ministerio de Sanidad y Consumo

Istituto de Salud Carlo 11

Céntro de Investigacion Sobre el Sindrome del Aceite Toxico
e-mail: mposada@isciii.es

Lazaro Conxi

Laboratori de Recerca Trandacional, Institut Catala d'Oncologia
L'Hospitalet de LIobregat Spain

e-mail: clazaro@idibell.org

Alan Peaford
Corneglia de Lange Syndrome Foudation, London
e-mail: info@cdls.org.uk

Alison Kerr

Academic Centre, Department of Psychological

Medicine, Gartnavel Roya Hospital, Great Western Road, Glasgow
e-mail: amk5m@clinmed.gla.ac.uk

Elizabeth ETTORE
Department of Sociology, University of Plymouth
e-mail: E.Ettore@plymouth.ac.uk

Gareth Evans
Central Manchester and Manchester Children's University of Hospital
e-mail: dgr.evans@virgin.net

31


mailto:miriam.dalmas@magnet.mt
mailto:sgenetica@hdestefania.min-saude.pt
mailto:mposada@isciii.es
mailto:clazaro@idibell.org
mailto:E.Ettore@plymouth.ac.uk

Eurordis

Orphanet

James V Leonard
Biochemistry, Endocrinologi and Metabolism Unit, University College of London
e-mail: j.leonard@ich.ucl.ac.uk

Meena Upadhyaya
Ingtitute of Medical GeneticsHeath ParkCardiff CF14 4XN UK
e-mail: upadhyaya@Cardiff.ac.uk

Helen DOLK

Professor of Epidemiology and Health Services Research
School of Health Sciences

University of Ulster at Jordanstown

e-mail: h.dolk@ulst.ac.uk

Yann Le Cam

Chief Executive Officer
Plateforme Maladies Rares

102, rue Didot75014 Paris France
e-mail: yann.lecam@eurordis.org

Ségoléne Aymé
INSERM SC11 16, avenue Paul Vaillant-Couturier F-94897 Villgjuif cedex
e-mail; ayme@orpha.net

Other Collaborating partners of NEPHIRD

Bulgaria

Hungary

Italy

Rumen Stefanov
Bulgarian Association for Promotion of Education and Sciences, Plovdiv
e-mail: stefanov@raredis.org

Janos Sandor

University Pécs, Faculty of Health Sciences, Institute of Applied Health Sciences,
Department of Public Health — Hungary

e-mail: janos.sandor @etk.pte.hu

Susanna Conti

Istituto Superiore di Sanita, Ufficio di Statistica, Roma
e-mail: susanna.conti @iss.it

Erica Daina

Istituto di Ricerche Farmacologiche Mario Negri; Ranica
e-mail: daina@marionegri.it

Dario Roccatello
CMID, Centro Malattie Rare, Ospedale G. Bosco, Torino
e-mail: dario.roccatello@unito.it

Simone Baldovino
CMID, Centro Malattie Rare, Ospedale G. Bosco, Torino
e-mail: simone.baldovino@unito.it

Renato Scarinci
Azienda Ospedaliera Senese, Clinica Pediatrica AF, Citogenetica Prenatale, Siena
e-mail: evooscr@virgilio.it

Antonio Menditto

Dipartimento di Sanita Alimentare e Animale,
Istituto Superiore di Sanita, Roma

e-mail: amendit@iss.it

32


mailto:h.dolk@ulst.ac.uk
mailto:yann.lecam@eurordis.org
mailto:janos.sandor@etk.pte.hu
mailto:susanna.conti@iss.it
mailto:dario.roccatello@unito.it
mailto:simone.baldovino@unito.it
mailto:evooscr@virgilio.it

Marina Patriarca

Dipartimento di Sanita Alimentare e Animale,
Istituto Superiore di Sanita, Roma

e-mail: marina.patriarca@iss.it

Vincenzo Falbo

Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma
e-mail: falbo@iss.it

Giovanna Floridia

Centro Nazionale Malattie Rare
Istituto Superiore di Sanita, Roma
e-mail: giovanna@iss.it

Yllka Kodra

Centro Nazionale Malattie Rare
Istituto Superiore di Sanita, Roma
e-mail: yllkakodra@iss.it

Bruno DallaPiccola
Istituto C.S.S. Mendel; Roma
e-mail: dallapiccola@css-mendel.it

Olga Calabrese
Istituto di Genetica Medica, Universita’ di Ferrara
e-mail: cbho@unife.it

Giuseppe Novelli

Dipartimento di Biopatologia e Diagnostica per Immagini - Universitadi Roma Tor

Vergata Roma
e-mail: novelli@med.uniroma2.it

Luca Carra
Zadig, Agenzia di giornalismo scientifico, Milano
e-mail: carra@zadig.it

Marco Salvatore

Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma
e-mail: marco.salvatore@iss.it

Paola Zinzi
Consiglio Nazionale delle Ricerche
e-mail: paola.zinzi @istc.cnr.it

Alberto Loizzo
Dipartimento del Farmaco, Istituto Superiore di Sanita
e-mail: alberto.loizzo@iss.it

Massimo Morfini

Agenzia per I'Emofilia, Azienda Ospedaliera Universitaria Careggi

e-mail: mmorfini@mail 1.unifi.it

Paul Moore

Bambini SMA Risposte e Terapie Onlus
e-mail: p.moore@webintouch.com

Claudio Buttarelli

Associazione Nazionale Aiuto per la Neurofibromatosi-amicizia

e solidarieta (ANANAS Onlus), Roma
e-mail: presidente@ananasonline.it

33


mailto:marina.patriarca@iss.it
mailto:dallapiccola@css-mendel.it
mailto:novelli@med.uniroma2.it
mailto:carra@zadig.it
mailto:marco.salvatore@iss.it
mailto:paola.zinzi@istc.cnr.it
mailto:alberto.loizzo@iss.it
mailto:mmorfini@mail1.unifi.it
mailto:p.moore@webintouch.com
mailto:presidente@ananasonline.it

Portugal

Sweden

Australia

France

Albania

Spain

Czech Republic

Finland

Pietro Calandro
Universita Cattolica del Sacro Cuore
e-mail: p.caliandro@rm.unicatt.it

Daniela Zarri
Dipartimento di Oncologia ed Ematol ogia Pediatrica, Ospedale Pediatrico Gaslini
e-mail: DanielaZarri @ospeda e-gadlini.ge.it

Annalisa Trama

Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma
e-mail: annalisatrama@iss.it

Simonetta Pulciani

Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma
e-mail: simonetta.pul ciani @iss.it
Michele Dentamaro

Centro Nazionale Malattie Rare,
Istituto Superiore di Sanita, Roma
e-mail: michele.dentamaro@iss.it

Fernando Guerra
Hospital dona estefénia servico de genética médica Lisboa Portugal
e-mail: fernando.guerra@netcabo.pt

Paula Costa
Rarissimas, Oporto, Portugal
e-mail: cdlspaulacosta@yahoo.com

Anders Olauson
Agrenska, National Centre of Knowledge for Rare Disorders
e-mail: anders.olauson@agrenska.se

Andrew Knight
Consultant Medical Educator, General Practitioner, Parramatta
e-mail: andrew.knight@wentwest.com

Bérénice Doray
Service de Génétique Médicale, Hopital de Hautpierre; Strasbourg
e-mail : berenice.doray @chru-strasbourg.fr

Elisana Petrela
Institute of Public Health, Tirana
e-mail: elapetrela@yahoo.com

Ignacio Blanco
Ingtituto Catalan de Oncologi&; Barcelona
e-mail: iblanco@ico.scs.es

Katerina Kubackova
University Hospital of Motol, Praga
e-mail: KKubackova@seznam.cz

Ilona Autti-Ramo

Finnish Office for Health Care Technology Assessment,
National Research and Development Centre for Welfare and
Health (STAKES), Helsinki

e-mail: llona. Autti-Ramo@stakes.fi

34


mailto:p.caliandro@rm.unicatt.it
mailto:annalisa.trama@iss.it
mailto:simonetta.pulciani@iss.it
mailto:michele.dentamaro@iss.it
mailto:fernando.guerra@netcabo.pt
mailto:anders.olauson@agrenska.se
mailto:andrew.knight@wentwest.com
mailto:berenice.doray@chru-strasbourg.fr
mailto:iblanco@ico.scs.es
mailto:Ilona.Autti-Ramo@stakes.fi

Greece

Denmark

USA

Miranda Siouti
National Organization for Medicines, Athens
e-mail: msiouti @eof.gr

Lars Ege
Centre for Rare Diseases and Disabilities
e-mail: lars.ege@csh.dk

Stephen Groft
Office for Rare Diseases National |nstitute of Health, Bethesda USA
e-mail: GroftS2@OD.NIH.GOV

35


mailto:lars.ege@csh.dk

APPENDIX 2

NEPHIRD PROJECT MANAGEMENT ORGANISATION

36



Appendix 2 NEPHIRD Project Management Organisation

The project was comprised of the Project Managememnt Group (PMG) and three Expert Working

Groups (EWGS).

PMG

e coordinate, monitor progress and provide directions to the overall implementation of the

project

Members

Domenica Taruscio
Fabrizio Bianchi
Helen Dolk

Elizabeth Ettorre
Pier Luigi Morosini
Luca Padua
Manuel Posada
Benedetto Terracini

Centro Nazionale Malattie Rare, Istituto Superiore di Sanita, Italy

Fisiologia Clinica, Unitadi Epidemiologia, Istituto CNR, Italy

Epidemiology and Health Services Research, School of Health Sciences University
of Ulster at Jordanstown, UK

Department of Sociology, University of Plymouth, UK

Centro Epidemiologia e Biostatistica, Istituto Superiore di Sanita, Italy

Facoltadi Medicina, Universita Cattolica, Italy

Ministerio de Sanidad y Consumo, Istituto de Salud Carlo 11, Spain

Dipartimento di Scienze Biomediche e Oncologia Umana, Universitadi Torino,
Italy

EWGs 1: Assessment of the situation of Rare Diseases in the participating countries

and estimation of epidemiological indices

Members

Barisic Ingeborg, Croatia
Bianchi Fabrizio, ltaly
Calzolari Elisa, Italy
Dallapiccola Bruno, Italy

De Almeida Salomé, Portugal
Di Stefano Sandra, Malta
Kucinskas Vaidutis Lithuania
Mastroiacovo Pierpaolo, Italy
Tarsitani Gianfranco, Italy
Tenconi Romano, Italy
Jean-Pierre Fryns, Belgium

identify the ongoing national activities on RDs in the participating Countries

assess the prevalence of selected RDs

develop a minimum and standard data set for RDs data collection across EU countries
design, build and run the NEPHIRD Website

Pelz Joerg, Germania

PoortmaN Y sbrand, Netherlands
Posada De La Plaz Manuel, Spain
Queisser-Luft Annette, Germany
Salerno Paolo, Italy

Sanger Annette, Denmark
Seyoum Ido Moges, Italy

Stoll Claude, France

Taruscio Domenica, Italy
Terracini Benedetto, Italy

EWGs 2: Evaluation of the quality of health care for patients with Rare Diseases

evauating the quality of health care

developing tools to measure and assess the quality of health care

defining the domain of health care to be assessed

defining common methodology for rare diseases structure and process of care evaluation
patients and care givers satisfaction assessment
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Members

Elizabeth Ettorre, UK
Mastroiacovo Pierpaolo, Italy
Donatella Sessa, Italy

Maria Antonietta Ricci, Italy
Michele Lipucci, Italy
PierLuigi Morosini, Italy
GalaMarsico, Italy

EWGs 3: Assessment of the Quality of Life of patients with Rare Diseases

e approach to assessing Quality of Life (Health related Quality of Life)
e designing the methodology of instrument application
e identifying the appropriate instrument to measure and assess the Quality of Life
e defining the determinants of health to be assessed
Members

Amedeo Spagnolo, Italy
Luca Padua, Italy

Elisa Calzolari, Italy
Alison Kerr, UK
Angelo Selicorni, Italy
Alberto Burling, Italy
Giuseppe Hayek, Italy
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Appendix 3 Meetings and Conferences

1. Project Management Group (PMG) and Expert Working Group
(EWG) Meetings

July 2, 2001: “Approaches for epidemiological data collection” — Rome,
Istituto Superiore di Sanita (1SS);
December 16-17, 2002: “The role and contribution of patient’s organisations”
— Rome, Istituto Superiore di Sanita (1SS);
December 9-10, 2002: “Sociological aspects of Rare Diseases and Quality of
Life”— Rome, Istituto Superiore di Sanita (1SS);
February 10, 2003 PMG and the EWG had a project management meeting to
agree together on the next steps of the project;
In 2004-2005, several meetings were organised by the EWG. These meetings
were aimed at discussing how to undertake the activities agreed upon during
the project management meeting:

- survey of assessment on quality of and accessibility to health and social

care,
- identification and selection of public health indicators for RDs;
- assessment of the QoL.

2. September 2006, the final meeting with all participants of the project
was held in Rome (ltaly) (see Appendix 4).

3. Abstract and oral presentations during the European Conference
Rare Diseases 2005-ECRD2005.

Oral presentations:

Summary comparison of national plans and practices
Speaker: Domenica Taruscio

Data collection and management

Discussant: Yllka Kodra

Abstracts:

Access and quality of health care on rare diseases performed in NEPHIRD
network

Authors: Kodra Y, Agazio E, Salerno P, Morosini P, Taruscio D.
Epidemiology of Myasthenia Gravisin European region

Authors. Kodra 'Y, Agazio E, Salerno P, Taruscio D.

From difficulties to solutions for the rare diseases community: lesson to be
learned from a socio-ethical approach performed in the frame of the
NEPHIRD project.
Authors: Elizabeth Ettorre, Gaia Marsico, Domenica Taruscio

Network of Public Health Institutions on Rare Diseases (NEPHIRD)

Authors: P. Salerno, Y. Kodra, A. Agazio, P. Morosini, G. Marsico, E.
Ettorre, D. Taruscio, and all partners of NEPHIRD.
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Appendix 4 Final meeting of NEPHIRD project

Programme and participants

The Italian Nationa Institute of Public Health (Istituto Superiore di Sanitd) organised a
4-day-conference to discuss the results of the NEPHIRD project and to continue the
discussion on strategies and actions required to address RDs.

The conference was organized in Plenary section in the morning and Discussion
Working Group in the afternoon on the topics addressed in the morning.

Plenary sessions focused on the following: prevention and epidemiology; diagnosis and
treatment; social aspects and quality of life.

Each Discussion Working Group was composed of about 10 participants with a
discussion leader and a rapporteur; the latter was in charge of reporting the outcomes of
the group work in the plenary; The summary of all contributions during the Discussion
Working Group are reported in the project website.

Moreover, afull day was dedicated to seminars on each of the Rare Diseases studied in
NEPHIRD in order to increase the knowledge about these diseases (Neurofibromatosis,
Cornelia de Lange syndrome, Rett Syndrome, Prader Willi syndrome, Myasthenia
Gravis).
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International Conference

Conferenza Internazionale

NETWORK OF PUBLIC HEALTH
INSTITUTIONS ON RARE DISEASES
(NEPHIRD)

NEPHIRD CONFERENCE

September 20" - 23" 2006
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Rome, Italy

Organized by/Organizzato da
MATIOMAL INSTITUTE OF HEALTH
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F. Bianchi
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E [Daing, It Roceatello, [ Tarmscio
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14.00
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Repporteurs: Y. Kodra, E. Petrela
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Discussion Leader: 5. Conti
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Presentation of the outcomes of focus groups by Rapporteurs /
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Conclusion J Conclusione

September 21, 21 Settembre 2006

Sesgion IT f II Sessione

Diagnosis and treatment / Diagnosi e traltamento
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Discussion Leaders: L Blanco, A. Matevosyan
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