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Articolo 1 

La presente direttiva stabilisce norme volte ad agevolare l’accesso a un’assistenza 

sanitaria transfrontaliera sicura e di qualità e promuove la cooperazione tra gli 

Stati membri in materia di assistenza sanitaria, nel pieno rispetto delle competenze 

nazionali relative all’organizzazione e alla prestazione dell’assistenza sanitaria […]  
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Articolo 12 

La Commissione sostiene gli Stati membri nello sviluppo delle reti di riferimento 

europee (European Reference Networks, ERN) tra prestatori di assistenza sanitaria 

e centri di eccellenza negli Stati membri, soprattutto nel settore delle malattie rare 

[…] 
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RARE DISEASES IN THE EUROPEAN UNION 



Obiettivi delle ERN: 

• cooperazione in materia di assistenza sanitaria altamente specializzata 

• condivisione di conoscenze 

• migliorare diagnosi e assistenza sanitaria per le malattie rare 

• uso economicamente efficiente delle risorse, concentrandole laddove opportuno 

• rafforzare ricerca, sorveglianza epidemiologica, formazione dei professionisti sanitari 

• agevolare la mobilità delle competenze, virtualmente o fisicamente 

• sviluppo di parametri di riferimento in materia di qualità e sicurezza 

• aiutare gli Stati membri a fornire servizi altamente specializzati di alta qualità 
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Criteri per le ERN e per gli HCP (Health Care Providers) 

• conoscenza e competenze in materia di diagnosi, controllo e gestione dei pazienti 

• impostazione multidisciplinare 

• capacità di produrre orientamenti in materia di buona pratica clinica 

• contributo alla ricerca 

• attività didattiche e di formazione 

• collaborare strettamente con altri centri di eccellenza e reti a livello nazionale e 

internazionale 

DIRECTIVE 2011/24/UE of 9 March 2011 



2014: CRITERIA FOR ESTABLISHING AN ERN 



2016: CALL FOR PROPOSALS 

To achieve ERN status, network members 

respond to a call from the European 

Commission, following which an Independent 

Assessment Body (IAB) assesses their 

application and compiles a report. 

The Board of Member States (BoMS) then 

decides whether or not to approve the ERN 

application. 



March 2017: 24 EUROPEAN REFERENCE NETWORKS (ERN) 

ERN BOND 
ERN CRANIO 
Endo-ERN 
ERN EpiCARE 
ERKNet 
ERN-RND 
ERNICA 
ERN LUNG 
ERN Skin 
ERN EURACAN 
ERN EuroBloodNet 
ERN eUROGEN 
 

ERN EURO-NMD 
ERN EYE 
ERN GENTURIS 
ERN GUARD-HEART 
ERN ITHACA 
MetabERN 
ERN PaedCan 
ERN RARE-LIVER 
ERN ReCONNET 
ERN RITA 
ERN TRANSPLANT-CHILD 
VASCERN 



November 2019: CALL FOR MEMBERSHIP TO THE EXISTING ERNs 

ERN BOND 
ERN CRANIO 
Endo-ERN 
ERN EpiCARE 
ERKNet 
ERN-RND 
ERNICA 
ERN LUNG 
ERN Skin 
ERN EURACAN 
ERN EuroBloodNet 
ERN eUROGEN 
 

ERN EURO-NMD 
ERN EYE 
ERN GENTURIS 
ERN GUARD-HEART 
ERN ITHACA 
MetabERN 
ERN PaedCan 
ERN RARE-LIVER 
ERN ReCONNET 
ERN RITA 
ERN TRANSPLANT-CHILD 
VASCERN 

over 

1400 

January 2022 



ERN BOND brings together all rare bone diseases (congenital, chronic and of genetic 

origin) that affect cartilage, bones and dentin.  

The network is focusing initially on osteogenesis imperfecta (OI), X-linked 

hypophosphataemic rickets (XLH) and achondroplasia. 



Congenital craniofacial anomalies include children born with underdeveloped or 
maldeveloped parts of their brain, skull and/or face that result in significant functional 
problems and psychosocial challenges. 

Patients require follow-up and treatment from birth into adulthood. 

Clinical and public knowledge of many of these presentations is low, and diagnosis can be 
extremely challenging. 



Rare endocrine conditions include too much, too little or inappropriate hormonal activity, 
hormone resistance, tumour growth in endocrine organs, or diseases with consequences 
for the endocrine system. 

The epidemiological distribution is highly variable from ultra-rare, rare, to low-prevalence 
conditions. 



Traditionally, epilepsy has been treated as a single disease, but these conditions are 

increasingly viewed as a group of rare and complex diseases. 

ORPHANET lists 137 disorders with epilepsy as the predominant symptom, however 

many patients remain undiagnosed and without access to treatment. 



Rare and complex kidney diseases comprise a wide range of congenital, hereditary and 
acquired disorders. 

It is estimated that at least 2 million Europeans are affected by rare kidney diseases, with 
glomerulopathies and congenital kidney malformations each accounting for 1 million 
cases. 

In addition, inherited tubulopathies, tubulointerstitial diseases and thrombotic 
microangiopathies represent a number of rare and ultrarare diseases of high             
clinical relevance. 



The European Reference Network on Rare Neurological Diseases (ERN-RND) aims to 

address the unmet needs of more than 500.000 people living with RNDs in Europe. 

Due to significant phenotype and genotype heterogeneity of RND patients, 60 % of those 

affected are still undiagnosed. 



ERNICA is the European Reference Network for rare Inherited and Congenital (digestive 
and gastrointestinal) Anomalies. 

The network deals with malformations of the digestive system, malformations of the 
diaphragm and abdominal wall, malformations of the oesophagus, and gastro-
enterological and intestinal diseases. 

For some of these rare diseases, mortality rates can be as high as 50%. 



ERN LUNG addresses all rare and complex diseases of the respiratory system, including 

interstitial lung diseases (ILD); cystic fibrosis (CF); non-CF bronchiectasis (nCF-BE); 

pulmonary hypertension (PH); primary ciliary dyskinesia (PCD); alpha-1 antitrypsin 

deficiency (AATD); mesothelioma (MSTO); and chronic lung allograft dysfunction (CLAD). 



ERN Skin brings together leading experts in the field of rare child and adult skin diseases 

to exchange knowledge, update and develop best practice guidelines, improve 

professional training and patient education, and set up research programmes. 



Rare cancers are malignant disorders with an incidence of fewer than six per 100,000 per 

year. They account for around 20-25 percent of all new cancer diagnoses and 30 percent 

of cancer deaths. 

EURACAN covers more than 300 rare adult solid cancer types. 



Haematological diseases involve abnormalities of blood and bone marrow cells, lymphoid 

organs and coagulation factors, and almost all of them are rare. 

They can be subdivided into six categories: rare red blood cell defects; bone marrow 

failure; rare coagulation disorders; haemochromatosis and other rare genetic disorders of 

iron synthesis; myeloid malignancies; and lymphoid malignancies. 



Rare and complex uro-recto-genital conditions can require surgical correction, often 
during the neonatal period or in childhood. 

Urinary and faecal incontinence are a heavy burden on paediatric, adolescent and adult 
patients. 

Affected individuals require life-long care provided by multidisciplinary teams of experts 
who plan and perform surgery and provide post-operative care. 



Neuromuscular diseases (NMDs) occur from early childhood to late adulthood and are 
characterised by muscle weakness and wasting. 

They may also be associated with other symptoms including fatigue, pain, numbness, 
blindness, swallowing difficulties, breathing difficulties and heart disease. Most NMDs 
are progressive and debilitating, with reduced lifespan and quality of life. 



Rare Eye Diseases (REDs) are the leading cause of visual impairment and blindness for 

children and young adults in Europe. 

More than 900 REDs are listed in ORPHANET, including more prevalent diseases such as 

retinitis pigmentosa - which has an estimated prevalence of 1 in 5,000 - as well as some 

very rare conditions described only once or twice in medical literature. 



Genetic tumour risk syndromes are disorders in which inherited genetic variants strongly 
predispose individuals to the development of tumours. 

The lifetime risk of cancer can be as high as 100 percent. 

At present, only a small minority of people with genetic tumour risk syndromes has been 
diagnosed as such. 



Rare cardiac diseases can present throughout a person’s life, and most of them are 
usually either genetic (inheritable) disorders or those which develop during 
embryogenesis (congenital heart defects). 

Most of these cardiac diseases carry a unique susceptibility to sudden death at a young 
age, and may occur in otherwise healthy people. 



ERN ITHACA (Intellectual disability, TeleHealth, Autism and Congenital Anomalies) echoes 
the diagnostic ‘odyssey’ experienced by so many patients with developmental anomalies. 

The network brings together more than 70 clinical genetics department across EU 
academic hospitals, including experts in rare neurodevelopmental disorders (NDDs) – 
mainly intellectual disability (ID) and autism spectrum disorder (ASD) - as well as rare 
multiple congenital anomalies. 



Rare inherited metabolic diseases (IMDs), of which there are more than 1400, are 
individually rare but collectively frequent. 

Many metabolic diseases have severe - sometimes life-threatening - implications for 
patients. 

These conditions include disorders of all organs, can affect people of any age, and require 
multidisciplinary collaboration between a range of professionals 



Each year across Europe, 35,000 children and young people are diagnosed with cancer 
and 6,000 paediatric cancer patients die - the leading fatal disease for children aged over 
one. 

More than half a million long-term survivors of childhood cancer are alive today in 
Europe, with two-thirds of them experiencing long-term health and psycho-social 
problems due to their disease. 



ERN RARE-LIVER addresses three disease themes: autoimmune liver disease; metabolic, 

biliary atresia and related liver disease; and structural liver disease. 

For the first time in liver disease, the network fully integrates adult and paediatric care 

with a focus on the needs of transitional populations and the implications for families 

with a genetic diagnosis. 



Rare connective tissue and musculoskeletal diseases (rCTDs) comprise different diseases 

and syndromes which have a considerable impact on patient well-being. 

They include hereditary conditions; systemic autoimmune diseases such as systemic 

sclerosis; mixed connective tissue diseases; inflammatory idiopathic myopathies; 

undifferentiated connective tissue diseases; and anti-phospholipid syndrome. 



ERN RITA brings together the leading European centres with expertise in the diagnosis 
and treatment of rare immunological disorders. 

The network divides these conditions into four sub-themes or work streams: primary 
immunodeficiency (PID), autoimmune disorders, paediatric rheumatological disorders 
and autoinflammatory disorders. 



Paediatric transplantation (PT) includes both solid organ transplantation (SOT) and 
haematopoietic stem cell transplantation (HSCT), and is the only curative procedure for 
several rare diseases. 

After transplantation, patients face chronic immunosuppression to avoid rejection, which 
requires monitoring for post-transplant complications in order to extend children’s 
lifespans and improve their quality of life. 



Rare multisystemic vascular diseases include disorders which affect all types of blood 
vessels, with consequences for several body systems which require a multidisciplinary 
approach to care. 

VASCERN comprises six rare disease working groups on hereditary haemorrhagic 
telangiectasia; heritable thoracic aortic diseases; medium sized arteries (vascular Ehlers 
Danlos Syndrome); paediatric and primary lymphedema; vascular anomalies; 
neurovascular diseases. 



ERN IN ITALIA – marzo 2017 

24  
European  
Reference  
Networks 

ERNs 

192  
Partecipazioni 
Centri Italiani 

49  
Partecipazioni 

Centri lombardi 

https://ec.europa.eu/health/ern_en 



ERN IN ITALIA – gennaio 2022 

24  
European  
Reference  
Networks 

ERNs 

336  
Partecipazioni 
Centri Italiani 

82  
Partecipazioni 

Centri lombardi 

https://ec.europa.eu/health/ern_en 



EUROPEAN REFERENCE NETWORKS (ERN) IN LOMBARDIA 

ERN N. PRESIDI ERN N. PRESIDI

ERN BOND 1 ERN EURO-NMD 6

ERN CRANIO 3 ERN EYE 2

Endo-ERN 3 ERN GENTURIS 3

ERN EpiCARE 3 ERN GUARD-HEART 4

ERKNet 3 ERN ITHACA 2

ERN-RND 2 MetabERN 3

ERNICA 2 ERN PaedCan 4

ERN LUNG 4 ERN RARE-LIVER 5

ERN Skin 2 ERN ReCONNET 5

ERN EURACAN 8 ERN RITA 4

ERN EuroBloodNet 8 ERN TRANSPLANT-CHILD 1

ERN eUROGEN 2 VASCERN 3



EUROPEAN REFERENCE NETWORKS (ERN) IN LOMBARDIA 



EUROPEAN REFERENCE NETWORKS (ERN) ASST PG23 

ERN REPARTO

ERKNet SC Nefrologia

ERN EuroBloodNet SC SIMT

ERN TRANSPLANT-CHILD SC Pediatria

Dal 1 marzo 2017

ERN REPARTO

ERNICA SC Chirurgia Pediatrica  

ERN eUROGEN SC Chirurgia Pediatrica

ERN RARE LIVER SC Pediatria

Dal 1 gennaio 2022



ASST PG23 e Malattie Rare Ematologiche 
CODICE MR DESCRIZIONE

RC0220 SINDROME DA ANTICORPI ANTIFOSFOLIPIDI (FORMA PRIMITIVA) SC SIMT

RCG070 DIFETTI CONGENITI DEL METABOLISMO DELLE LIPOPROTEINE SC SIMT
SC PATOLOGIA 

NEONATALE

SC 

ENDOCRINOLOGIA

RCG100 DIFETTI CONGENITI DEL METABOLISMO E DEL TRASPORTO DEL FERRO SC SIMT

RD0020 EMOGLOBINURIA PAROSSISTICA NOTTURNA SC EMATOLOGIA

RD0070 ANEMIE APLASTICHE ACQUISITE SC EMATOLOGIA

RD0080 SHWACHMAN-DIAMOND SINDROME DI SC EMATOLOGIA

RDG010 ANEMIE EREDITARIE SC SIMT SC EMATOLOGIA

RDG020 DIFETTI EREDITARI DELLA COAGULAZIONE SC SIMT

RDG030 PIASTRINOPATIE EREDITARIE SC SIMT

RDG031 PIASTRINOPATIE AUTOIMMUNI PRIMARIE CRONICHE SC SIMT SC EMATOLOGIA

RDG040 TROMBOCITOPENIE EREDITARIE SC SIMT SC EMATOLOGIA

RDG050 SINDROMI MIELODISPLASTICHE SC EMATOLOGIA

RDG051 NEUTROPENIE CONGENITE SC EMATOLOGIA

RGG010 MICROANGIOPATIE TROMBOTICHE SC SIMT SC EMATOLOGIA SC NEFROLOGIA

REPARTI DI RIFERIMENTO



Malattie Rare Ematologiche seguite presso il SIMT: 
DGR XI/7753 del 28/12/2022 – CENTRI MEC 



ERN EuroBloodNet: Background and Beginning 

66 members HCP from 15 EU Member States (MS) 

2016 

2017 



7 Affiliated Partners from 6 EU MS 

ERN EuroBloodNet: 2022 



ERN EuroBloodNet: Coordination 



ERN EuroBloodNet: Governance 



ERN EuroBloodNet: Subnetworks 

More than 450 RHDs according to ORPHA classification 

Prevalences range from 1 

patient affected in 2.032 

individuals to 1 patient 

affected in 101.600.000 

individuals 



ERN EuroBloodNet: Objectives 



ERN EuroBloodNet: Cross-Border Health 

• Repository of Experts and Health Care Providers 

• Repository of Patients' Organizations on RHDs 

• Mapping of Highly Specialized Procedures 

o Next generation sequencing for non oncological RHDs 

o Bone marrow transplantation for non oncological RHDs 

o Diagnostic procedures of primary vitreo-retinal lymphomas 

o Transcranial Doppler for Sickle Cell Disease 

• Bilateral agreement for bone marrow transplant for Sickle Cell Disease pediatric patients 

between two european member states (Ireland and Italy) 

• Survey on the accessibility to transfusions and related treatments 

• Infopoint for patients dealing with Cross Border Health Rights 



ERN EuroBloodNet: Best Practices 

• Repository of clinical practice guidelines and other clinical decision making tools on RHD 

• Assessment of RHD guidelines awareness and implementation 

• Pyruvate Kinase Deficiency (PKD) diagnosis 

• Sickle Cell Disease management 

• Recommendations for diagnosis and treatment of methemoglobinemia, with the 

support of the EHA Guidelines Committee (published, AJH, 2021) 

• Guideline for Adult Burkitt Lymphoma, with the support of DG SANTE (ongoing) 

• Guideline for Long-term complications of haemoglobinopathies , with the support of DG 

SANTE (ongoing) 



ERN EuroBloodNet: Continuing Medical Educations 

Webinars program on Cutaneous Lymphoma, Thrombotic 
Microangiopathies, Bone Marrow Failure Syndromes, 
Castleman Disease (EBAH accredited) 

Available on EuroBloodNet EDU Youtube channel 



ERN EuroBloodNet: Continuing Medical Educations 

Webinars program on Myelodysplastic syndromes, Sickle Cell Disease, Patients Organizations, 
Cutaneous lymphoma 

Available on EuroBloodNet EDU Youtube channel 



ERN EuroBloodNet: Telemedicine 



ERN EuroBloodNet: Clinical Trial and Research 



ERN EuroBloodNet: Annual Meeting 

 
 3rd ERN-EuroBloodNet Board of the Network meeting, November 2019, Barcelona  



5-YEAR EVALUATION OF ERNS AND MEMBER HCPS 



OBJECTIVES OF THE HCPS’ EVALUATION 

To assess: 

• If the HCP continues to provide specialized and quality care 

• If the HCP team maintains the necessary levels of activity and experience 

• What has been the contribution of the HCP team to the Network 

• The value of the ERN for the HCP 



SELF-EVALUATION 

64 measurable elements (of which 29 core elements) related to the 

following areas: 

• patient -centred care 

• organisation and management 

• research and training 

• exchange of expertise and e-health 

• quality and safety 

• competence and outcomes of care 

• human resources 



TIMELINE 

NOV 2022 
DIC 2022 

DIC 2023 
FEB 2023 

FEB 2023 
MAG 2023 

MAG 2023 
SET 2023 



EVALUATION RESULT 



Per ulteriori approfondimenti … 



https://health.ec.europa.eu/european-reference-networks_en 



https://www.malattierare.gov.it/ern/ricerca 



http://malattierare.marionegri.it/ 



G R A Z I E  P E R  L ’ A T T E N Z I O N E  !  


