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Secondo l’Unione Europea  prevalenza <5/10.000 abitanti 

OMS: circa 6000 malattie

E’ un gruppo di malattie ampio ed eterogeneo che riguarda 
tutti gli organi ed apparati dell’uomo e riconosce le più 

svariate cause eziopatogenetiche

MALATTIA RARA =



IL PROBLEMA DELLE MALATTIE 
RARE È PROPRIO NELLA 

LORO…RARITÀ. 
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Scarsità di 
percorsi 

assistenziali 
strutturati

Andamento 
cronico spesso 

invalidante
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2.1 UNMET NEEDS E AREE DI CRITICITÀ 
In via preliminare sono state identificate 3 aree maggiori di criticità che meritano di essere 
approfondite in vista di una possibile individuazione degli obiettivi prioritari per il Gruppo di 
Lavoro sui Tumori Rari. 
A. Organizzazione dell’assistenza 
Mancanza in numero adeguato di centri che maturino negli anni expertise clinico necessario per 
assistere i pazienti, mancanza di un sistema nazionale in grado di favorire il riferimento elettivo 
del paziente alla struttura. 
Conseguenze: mancanza di conoscenze, frammentazione delle competenze, trattamenti 
inappropriati, mancato indirizzamento dei pazienti, migrazione sanitaria, trattamenti non 
ottimali. 

B. Organizzazione della ricerca 
Deficit di qualità dell’evidenza e di potenza statistica degli studi clinici. 
Conseguenze: limitata disponibilità di terapie. 
C. Accesso ai farmaci 
La scarsa disponibilità di terapie specifiche per i tumori rari non è bilanciata in modo adeguato 
dalle corsie preferenziali previste dalla legislazione europea e italiana per i farmaci destinati alle 
patologie rare (“farmaci orfani”). 
Il tempo, infatti, è un fattore fondamentale per i pazienti colpiti da tumori rari: per queste 
malattie progressive a esito fatale, avere accesso al farmaco in tempi ragionevoli può significare 
aver salva la vita o allungare la sopravvivenza. 



RARECARE will estimate the burden of rare cancers in Europe. Its aim is to provide 

an operational definition of “rare cancer” and a list of cancers meeting that definition. 

Then the project will provide cancer burden indicators (incidence, survival, 

prevalence and mortality), based on population-based cancer registry data, on rare 

cancers across Europe. 

RARECARE will assess the quality and comparability of rare cancer data between 

cancer registries. The project develop strategies for the diffusion of information 

among all the key players involved in Europe-wide surveillance on and treatment of 

rare cancers (clinicians, patients, health planners and researchers).

RARECARE is co-funded by the European Commission (EC) from 01/04/2007 to 

31/03/2010 through its Public Health and Consumer Protection Directorate (DG 

SANCO), PHEA programme, and contributes among other projects to the creation of 

networks of action for rare diseases.

The Fondazione IRCCS Istituto Nazionale dei Tumori (Milan, Italy) is the leading 

organization and more than 15 European Institutions and Organizations participate in 

the project as associated or collaborating partners.



What are the aims and expected outputs of the RARECARE project?

Aims:

•To provide an operational definition of “rare cancers”, and a list of cancers that meet this 

definition 

•To estimate the burden of rare cancers in Europe 

•To improve the quality of data on rare cancers 

•To develop strategies and mechanisms for the diffusion of information among all the key 

players involved in Europe-wide surveillance on and treatment of rare cancers

Results: 

•Incidence, survival, prevalence and mortality for all rare cancers will be estimated 

•Data quality will be analysed for a subset of cancers, by confirming the diagnostic data 

and, if possible, analysing additional data on stage and treatment 

•A web-site on rare cancers will be designed to disseminate the results of the project, and 

in particular, to inform clinicians, patients and health planners

http://www.rarecare.eu/rarecancers/rarecancers.asp
http://www.rarecare.eu/rare_indicators/rare_indicators.asp
http://www.rarecare.eu/rarecancers/report_data_quality_final.pdf








Five-year relative survival (%) by cancer entity for endocrine cancers. Period survival 
analysis 2000–2002 46 cancer registries included.



Rare cancers list April 2010



Rare cancers list April 2010





5-year relative survival and adjusted relative excess risk of death by 
age and sex



5-year relative survival from rare cancer by period of diagnosis, and 
relative excess risk of death





Five –year relative survival (%) for testicular,paratesticular and 
extragonadal germ cell tumors ihn Europe in 2000-2002

Five-year relative survival was 96% for testicular/paratesticular cancer and 71% for extragonadal germ cell 
cancer; the proportions cured were 95% and 69%, respectively. 
We found limited variation in survival between European regions except for non-seminomatous testicular 
cancer, for which five-year relative survival ranged from 86% in Eastern Europe to 96% in Northern Europe.
Survival for all cancer types considered decreased with increasing age at diagnosis.
Further investigation is required to establish the real reasons for the lower survival in Eastern Europe.
Considering the high prevalence of these highly curable cancers, it is important to monitor patients long-
term, so as to quantify treatment-related risks and develop treatments having limited impact on quality of 
life.



5-Year Relative Survival Rates of MDET According to Sex, Age, Location 
and Cellular Differentiation



Excess Hazard Ratio (EHR) of Death within 5 Years of Diagnosis, with 95% Confidence 
Interval (CI), Among Patients with Mdet, by Prognostic Group

In conclusion, MDET comprise a 
heterogeneous group of rare neoplasms with 
widely differing prognostic features. Our 
results reveal that for MDET, as for many other 
cancer sites,2 there are wide variations in 
survival from one European country to 
another. These variations are independent of 
MDET characteristics (differentiation, site) and 
of the age and sex of the patients. However, in 
this study, no data were gathered on the 
management or stage at diagnosis of MDET.
It has been suggested that poorer access both 
to adequate diagnostic facilities, leading to 
advanced stage at diagnosis, and also to 
treatment services were key factors in the 
lower survival rates found for all solid tumours 
in Eastern Europe. An efficient health system is 
particularly important in dealing with MDET 
because of the difficulty of diagnosis and of 
the complexity of treatments.
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Yao, Best Practice and Research Clinical Endocrinology & Metabolism, 2007

Molecular targeted agents in 

neuroendocrine tumors



Target therapy nei NET:

farmaci in studio

• Inibitori pathway VEGF

– Sunitinib

– Sorafenib

• Inibitori pathway mTOR

– RAD001 (Everolimus)



RAD001 - mTOR pathway
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Yao et al. JCO 2008 
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sunitinib/sorafenib - VEGF pathway



Sunitinib - 37.5 mg a day continuous daily dosing

Phase III - sunitinib vs placebo - multicenter study

in patients with progressive metastatic or locally advanced well differentiated

pancreatic endocrine carcinomas (171 pts randomized)

Efficacy

Median PFS 

ORR

Median OS

Safety

Serious AE

Quality of life

SU vs Placebo

11.4 vs 5.5 months

9 vs 0%

Not reached

27 vs 42%

No significant difference in the 

global health-related QoL

Niccoli - Vinik, ASCO 2010



-Il RAD001 è un farmaco efficace e sicuro per il trattamento di 
pazienti con NET avanzato in progressione 

-Tra gli anti-angiogenetici il sunitinib sembra avere il miglior profilo di 
efficacia nei NET 

-La tossicità è accettabile e gestibile senza dover interrompere la 
terapia nella maggior parte dei pazienti 

aspetti fondamentali

-Efficacia di nuovi farmaci in trial clinici controllati

-Necessità di valutare gli aspetti economico-sanitari delle diverse 
strategie terapeutiche dei NET

aspetti da sviluppare





Ongoing Clinical Trials that test the Target Therapies.



“ACC remains a rare malignancy that has seen little improvement
in overall mortality over the past two decades. Until recently, standard of care 
was based only on individual opinion and occasionally expert consensus. Over 
the past decade, international collaboration has begun to improve the 
management of these patients and the molecular understanding of the 
disease. The development of standardized staging
criteria and the gradual accrual of clinical trials in treating ACC, especially with 
the release of the first randomized phase III trial in ACC, exemplifies the 
ongoing progress in clinical care of these patients. Similarly, as the genetic 
understanding of adrenal tumorigenesis continues to progress, more targets 
for future drug development are identified and evaluated. As these discoveries 
are translated into clinical practice, ACC therapy will move beyond historical 
modalities to the benefit of patients everywhere.”



CONCLUSION
22% of all cancers diagnosed in the EU27 each year are rare. In 
absolute terms, this is slightly more than half a million new rare cancer 
cases each year, while 4,300,000 rare cancers are prevalent in the 
population.
30% of Europeans with a rare cancer have one of the particularly 
rare forms that affect <1/100,000 and this is important, because low 
incidence is amajor obstacle to conducting clinical trails to develop 
effective treatments.
One way to overcome this obstacle would be to establish centres of 
excellence for rare cancers and international collaborative groups to 
network centres across the EU to thereby achieve necessary 
organisational structure, critical mass and patients for carrying out 
clinical trials, developing alternative study designs and methodological 
approaches to clinical experimentation and improving accuracy and 
standardisation of staging procedures for rare cancers.

Gatta G,et al. Eur J Cancer. 2011


