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The concept of cancer survivorship has been widely debated over the past few 

decades. In biomedical usage, the term survivor has a distinct clinical  meaning, 

referring to individuals who have had a life-threatening disease but have remained 

disease free for a minimum of 5 years. 



SEER Cancer Statistics, NCI 

Background 

• Nel corso degli ultimi 40 anni le 
percentuali di guarigione sono 
notevolmente aumentate ed oggi 
la maggior parte dei bambini e 
degli adolescenti a cui viene 
diagnosticata una neoplasia 
“guarisce” e diventa un childhood 
cancer survivors (CCS). 

 
 

• Attualmente 1/450 adulti fra 20 
e 45 anni è “guarito” da una 
neoplasia dell’età evolutiva, e si 
stima che nell’anno 2020 il 
rapporto sarà 1/350.  



Overa l l  mor ta l i t y  

Il concetto di "guarigione" fa riferimento alla guarigione dal tumore primitivo, 
indipendentemente da ogni eventuale rischio o presenza di alterazioni 
patologiche riferibili a tossicità tardiva delle cure. 

 

Armstrong et al., JCO, 2009 

•A 30 anni di distanza dalla 
diagnosi di tumore pediatrico, la 
mortalità cumulativa globale è 
18.1% (95% CI, 17.3 to 18.9) 

Background 



•With time mortality attributable to 
recurrence or progression of primary 
disease is decreasing, with increases in 
rates of mortality attributable to late 
effects of anticancer treatments.   

• Subsequent neoplasms (SMR, 15.2; 95% 
CI, 13.9 to 16.6) and cardiac death (SMR, 
7.0; 95% CI, 5.9 to 8.2) are the most 
common cause of death.  



Tossicità tardive delle terapie oncologiche 

Bisogno sanitario nuovo ed 

emergente, che pone ai clinici 

problematiche inedite delle 

quali sempre più i Servizi 

Sanitari dovranno occuparsi e 

che per la sua natura e la sua 

complessità necessita di un 

approccio multidisciplinare. 



Brignardello et al., Eur J Endocrinol 2013 



• Prosecuzione del monitoraggio in 
ambiente pediatrico  

 

• “Transizione” al medico di medicina 
generale 

 

•  “Transizione” a centri specializzati, 
nell’ambito della medicina dell’adulto 

 

Modelli di follow-up 



S.S.D. Unità di Transizione per Neoplasie  
Curate in Età Pediatrica 

 Requisiti per essere avviati alla “transizione”: 
 

• Pregressa neoplasia dell’età evolutiva 

• Età > 18 anni 

• Off-therapy > 5 anni 
 

 
 

 

Non necessaria la presenza di late effects 
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S.S.D. Unità di Transizione per Neoplasie  
Curate in Età Pediatrica 

• Età alla diagnosi: 

– 10,1  7.4 (media  SD)  

– 0,3 – 18,9 (range)  

 

• Età attuale: 

– 24,9  7,5 (media  SD) 

– 18,1 – 51,7 (range) 

 

 Durata follow-up: 

– 16,4  9,5 (media  SD) 

– 5,1 – 47,4 (range) 

 

468 pazienti (M 271; F 197) 



• Il modello organizzativo prevede la presa in carico “globale e 
continuativa” del paziente (secondo il modello della Rete 
Oncologica). 

 

• Personalizzazione del follow-up (esami strumentali e di 
laboratorio, cadenza delle visite di controllo) in funzione della 
stratificazione del rischio (diagnosi oncologica e pregressi 
trattamenti antitumorali). 

Il follow-up a lungo termine 





• Personale (medico, infermieristico, amministrativo) 

“dedicato” 

• Creazione di percorsi facilitati per questa tipologia di 

pazienti 

• Creazione di specifici raccordi funzionali con i servizi 

Il follow-up a lungo termine 



• Oncologo 

• Ematologo 

• Internista 

• Endocrinologo 

• Cardiologo 

• Pneumologo 

• Neurologo 

• Algologo 

 

 

• Urologo  

• Radioterapista 

• Ginecologo 

• Dermatologo 

• Radiologo 

• Psico-oncologo 

• Chirurgo 

 

 

Specialisti dedicati 



 
 

 
Treatment of hematologic malignancies is increasingly complex. Issues relating to pathology, transplantation, and various 
new therapies require oncologists and hematologists to stay abreast of breakthrough advances. In addition, targeted 
therapies and oral treatments bring the latest benefits to patients. These activities focus on the new approaches that have 
been incorporated into patient management, including the use of drugs, biologics, and diagnostics. 
 
The NCCN 10th Annual Congress: Hematologic Malignancies™ took place October 16 – 17, 2015 in San Francisco, CA. 
 
Recorded Presentations from this meeting include: 

 The NCCN Value Initiative: Using NCCN Evidence Blocks™ in Clinical Decisions 
 Optimizing Small Molecular Inhibitor Therapy for Chronic Lymphocytic Leukemia 
 Evolving Therapies for Follicular Lymphoma 
 Management of HIV-associated Non-Hodgkin’s Lymphomas 
 Evolving Targeted Management of Acute Myeloid Leukemia 
 Management of Myelodysplastic Syndromes 
 Management of Acute Lymphoblastic Leukemia 
 Survivorship Issues: Late Effects of Curative Therapy in Lymphoma Survivors 
 Advances in Waldenström’s Macroglobulinemia 
 Management of Multiple Myeloma 
 Bone Health in Patients with Multiple Myeloma 
 Diagnosis and Management of Castleman Disease 
 Targeted Therapies for Relapsed or Refractory Classical Hodgkin Lymphoma 
 PET-Guided Treatment Approach for Advanced Stage Classical Hodgkin Lymphoma 

 
 Patient Case Studies & Panel Discussions:  

o Amyloidosis, POEMS Syndrome, Plasmacytoma 
o Double-hit Lymphoma, T-cell Lymphoma, Mantle Cell Lymphoma 
o Myeloproliferative Disorders, Elderly Myelofibrosis, Hemophagocytic Syndromes 

 

 







Spectrum of Physical Late Effects 
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Growth Hormone Deficiency 
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Brignardello et al., Eur J Endocrinol 2013  



Cardiac risk 

Radiotherapy 

Anthracyclines 



-18 studi inclusi pubblicati fra il 1979 e il 2011.  

- 49.017 pazienti complessivi (48% trattati con antracicline), di cui 

23.764 trattati per tumore della mammella.  

- Dopo un follow-up mediano di 9 anni, l’incidenza di cardiopatie 

subcliniche era del 17.9%, quella di cardiopatie conclamate del 

6.3%. 

 

Lotrionte et al, Am J Cardiol 2013 





A: < 27,5 yrs B: 27,5-36,4 yrs C: 36,5-50,9 yrs 



Cardiac risk 
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Reduced physical 
activity (bone 
diseases, fatigue, etc) 

or cardio-metabolic risk? 



Cancer survivors: fattori di rischio CV 

Darby et al, NEJM 2013 



Armenian S et al, Lancet Oncol 2015 

Generally, health-care providers are asked to educate and 
counsel all survivors of childhood cancer about the importance 
of maintaining a heart-healthy lifestyle […]. Extensive studies 
done in non-oncology populations support the benefits of 
interventions to reduce modifiable risk factors […]. 





“Common soil hypothesis” 

Esposito K et al, Endocrine 2013 

Metabolic syndrome and cancer: which direction? 

Cancer 

Treatments-related 

late effects 

Metabolic 

syndrome 



Survivorship Care & Linee Guida 



The present scientific statement is not meant to be an evidence- 
based guideline.  Specific recommendations for care 

have not been provided, and other initiatives are currently 
focused on guideline development for survivors of childhood, 

adolescent, and young adult cancer. 



Lancet Oncol 2015 



Armenian S et al, Lancet Oncol 2015 

Cardiomyopathy surveillance is recommended for CAYACS treated 

with high dose anthracyclines (>250 mg/m2), high dose chest 

radiation (>35 Gy) or anthracyclines + chest radiation, but is also 

reasonable for those treated with lower doses. 



Armenian S et al, Lancet Oncol 2015 

Echocardiography is recommended as the primary modality for the 

cardiomyophaty surveillance, to begin no later than 2 years after the 

completion of therapy.  

The evaluation should be repeated at 5 years after diagnosis and 

continued every 5 years thereafter . 





Data Synthesis: Standardized incidence ratios ranged from 13.3 to 
55.5; cumulative incidence of breast cancer by age 40 to 45 years 
ranged from 13% to 20%. Risk for breast cancer increased linearly 
with chest radiation dose. Available limited evidence suggests that 
the characteristics of breast cancer in these women and the 
outcomes after diagnosis are similar to those of women in the 
general population; mammography can detect breast cancer, 
although sensitivity is limited. 

Ann Intern Med. 2010;152:444-455. 













Bhatti et al, Radiat Res 2010 

Il rischio aumenta in modo 

lineare fino alla dose di 20-25 

Gy, poi si riduce (ed aumenta 

quello di ipotiroidismo).  

Carcinoma tiroideo & cancer survivors 

Il rischio di carcinoma tiroideo 

nei childhood cancer survivors  

aumenta con il diminuire dell’ età 

alla radioterapia.  

Thyroid neoplasms following radiotherapy may not become evident for many years after 

exposure to radiation: therefore, all individuals at risk require lifelong follow-up. 

 







Outstanding problems… 

- Evidenze in continuo aggiornamento (di pari passo con l’evolvere 
delle terapie oncologiche) 

 



[…] we confirmed the effect of treatment regimens that have been 
designed to reduce the potential risk and severity of late effects. 
Quantitative evidence now shows that the modification of 
treatment regimens to reduce radiotherapy and chemotherapy 
exposures, along with increased promotion of strategies for early 
detection of late effects and improvements in medical care for 
late effects of therapy, has resulted in the extension of life spans 
for many survivors of childhood cancer. 

Armstrong et al.,  



NCCN symptom specific survivorship care guidelines 
- Anthracycline induced cardiac toxicity 
- Anxiety and depression 
- Cognitive function 
- Fatigue 
- Pain 
- Sexual function 
- Sleep disorders 
- Healthy lifestyles and immunizations and infections 



Outstanding problems… 

- Evidenze in continuo aggiornamento (di pari passo con l’evolvere 
delle terapie oncologiche) 

- Numero crescente di “raccomandazioni”, non sempre 
concordanti, ma ancora bassi livelli di evidenza 

 





Font-Gonzales A et al, Cancer 2016 (in press) 

CONCLUSIONS: Only approximately one-third of the identified CPGs were found to 
be of sufficient quality. Of these CPGs, the fertility preservation recommendations 
varied substantially, which can be a reflection of inadequate evidence for specific 
recommendations, thereby hindering the ability of providers to deliver high-quality 
care. CPGs including a transparent decision process for fertility preservation can help 
health care providers to deliver optimal and uniform care, thus improving the quality 
of life of CAYAs with cancer and cancer survivors. 



The International Late Effects of Childhood Cancer 
Guideline Harmonization Group, IGHG, is a worldwide 
endeavor initiated by several national guideline groups and 
the Cochrane Childhood Cancer Group in partnership with 
the PanCareSurFup Consortium to collaborate in guideline 
development. 
 
Our main goal is to establish a common vision and 
integrated strategy for the surveillance of chronic health 
problems and subsequent cancers in childhood, adolescent, 
and young adult cancer survivors. 
 
By international collaboration in guideline development we 
aim to reduce duplication of effort, optimize the quality of 
care, and improve quality of life for childhood, adolescent, 
and young adult cancer survivors. 
 
We welcome all individuals who are willing to contribute to 
this initiative. 





Outstanding problems… 

- Evidenze in continuo aggiornamento (di pari passo con l’evolvere 
delle terapie oncologiche) 

- Numero crescente di “raccomandazioni”, ma ancora bassi livelli 
di evidenza 

- Diverse figure professionali (oncolo/ematologo, MMG, Late 
effects physicians) con necessità di formazione specifica e 
coordinamento fra loro. 

 



… GPs and patients across the included studies supported a greater GP 
role in follow-up cancer care. This included greater support for care 
coordination, screening, diagnosis and management of physical and 
psychological effects of cancer and its treatment, symptom and pain relief, 
health promotion, palliative care and continuing normal general health care 
provision. 
Conclusion While there are variations in guidelines and practice of follow-
up cancer care in the primary health care sector, GPs and patients across 
the reviewed studies supported a greater role by the GP. 
Implications for Cancer Survivors: Greater GP role in cancer care could 
improve the quality of patient care for cancer survivors. Better 
communication between the tertiary sector and GP across the cancer 
phases would enable clear delineation of roles. 



The purpose of the American Cancer Society/American Society of Clinical Oncology 
Breast Cancer Survivorship Care Guideline is to provide recommendations to assist 
primary care and other clinicians in the care of female adult survivors of breast cancer.  



Outstanding problems… 

- Evidenze in continuo aggiornamento (di pari passo con l’evolvere 
delle terapie oncologiche) 

- Numero crescente di “raccomandazioni”, ma ancora bassi livelli 
di evidenza 

- Diverse figure professionali (oncolo/ematologo, MMG, LTFU 
physicians) con necessità di formazione specifica e coordinamento 
fra loro. 

- Aderenza ai programmi di long-term follow-up 

 



Older BMT survivors and those >2 years post transplant were more likely to undergo 
cancer screening. Improved quality of life was associated with screening for skin, breast, 
and cervical cancer. Fear of cancer recurrence negatively impacted on cervical screening. 
For those who had not undergone screening, the majority reported not being advised 
to do so by their treatment team. 



Outstanding problems… 

- Evidenze in continuo aggiornamento (di pari passo con l’evolvere 
delle terapie oncologiche) 

- Numero crescente di “raccomandazioni”, ma ancora bassi livelli 
di evidenza 

- Diverse figure professionali (oncolo/ematologo, MMG, LTFU 
physicians) con necessità di formazione specifica e coordinamento 
fra loro. 

- Aderenza ai programmi di long-term follow-up 

- Adeguamento delle raccomandazioni internazionali alla pratica 
clinica locale 

 





G.d.L. MONITORAGGIO CLINICO A LUNGO 
TERMINE DEL PAZIENTE ONCOLOGICO: 

TOSSICITA’ DELLE TERAPIE ANTITUMORALI 


