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Furthermore, adolescence and young adulthood is a challenging developmental phase characterized by 
physical, emotional, cognitive, and social transitions unique to this time of life (e.g. movement toward 
increasing autonomy and financial independence, entering romantic relationships, forming a family)5-7. A 
cancer diagnosis and treatment influences these normative developmental challenges of AYA and can 
negatively affect physical, psychological, social aspects of these young people’s lives8-9. AYA survival rates have 
lagged behind those of other age groups10-11 however, improvements have been realised, for some types of 
cancer, and an increasing number of these young people are becoming long-term cancer survivors 12-13. Thus, 5-
year relative survival (period of diagnosis 2000-2007) was 80% overall11. To date most late outcomes research 
has come from survivors of paediatric cancers. Because cancer in AYAs is so different from cancer in children, 
findings derived from childhood studies cannot be extrapolated to all AYA cancer survivors. Thus, considering 
the lack of information on AYA with cancers, this growing and heterogeneous AYA cancer survivor population 
provides important opportunities for age-focused clinical and epidemiologic research into cancer biology, long-
term treatment effects, and prevention14-15. Furthermore, late effects have been identified as a research 
priority by patients and professionals in a recent exercise, featuring in four out of the top ten research 
priorities for this age group16. 
 

Late effects such as cardiovascular, respiratory, endocrine diseases and second malignant neoplasms (SMN) are 
relevant causes of disease burden and mortality among AYA cancer survivors17-26. More recently, increasing 
attention has been given to the role of patient reported outcomes (PROs) in evaluating the impact of a cancer 
diagnosis or its treatment on the life of a patient.  Late effects and poor PROs can reflect the late sequelae of 
treatment; the influence of lifestyle factors, environmental exposures, and host factors; or combinations of 
influences (Figure below).  

 
 

The research community has made great strides in elucidating treatment-associated risks for SMN and 
documenting dose – response relations between specific chemotherapeutic agents and/or therapeutic 
radiation and site-specific risk in children and adult patients27. Fewer advances have been made in 
understanding the role of non-treatment factors in modifying late effects risk and the interactions of the 
different risk factors. In addition, the identification of patient subgroups that might be at heightened 
susceptibility of developing SMN, other late effects and poor PROs including health-related quality of life 
(HRQoL) has not been systematically addressed. There is a lack of relevant clinical research to investigate late 
effects and provide evidence-based patient management guidelines and preventive strategies especially for 
AYAs. 
The aim of this proposal is to create an infrastructure to study the aetiology of late effects (such as 
cardiovascular, respiratory, endocrine diseases, SMN and PROs) in AYA cancer survivors. In detail, our research 
infrastructure will allow us: 
1. To study the role of genetic susceptibility in development of treatment and non-treatment-related late 

effects in AYA cancer survivors. 

Risk factors for multiple late effects
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The Cohort

54.972 survivors

71 444 incident cases

from 1976 to 2012



Analysis
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Experience of data linkage



Linkable sources in Italy



Limitations

Data sources already available New data sources

Data quality Ownership of data and access rules

Lack of informations Privacy legislation

Data collected for different aims Anonimous records

Difficulties in linkage procedure

For sample sources

Number of linkable cases



The way forward: iPAAC
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