AperTO - Archivio Istituzionale Open Access dell'Università di Torino

Adolescents with Cancer in Italy: Improving Access to National Cooperative Pediatric Oncology Group (AIEOP)
Centers
This is the author's manuscript
Original Citation:

Availability:
This version is available

http://hdl.handle.net/2318/1633855

since

2020-04-11T11:06:39Z

Published version:
DOI:10.1002/pbc.25954
Terms of use:
Open Access
Anyone can freely access the full text of works made available as "Open Access". Works made available under a
Creative Commons license can be used according to the terms and conditions of said license. Use of all other works
requires consent of the right holder (author or publisher) if not exempted from copyright protection by the applicable law.

(Article begins on next page)

03 July 2022

Adolescents with Cancer in Italy: Improving Access to National Cooperative
Pediatric Oncology Group (AIEOP) Centers

Andrea Ferrari MD, Roberto Rondelli MD, Andrea Pession MD, Maurizio Mascarin MD,
Carlotta Buzzoni Msc, Maria Luisa Mosso MD, Milena Maule PhD, Elena Barisone MD,
Marina Bertolotti Msc, Carlo Alfredo Clerici MD,
Momcilo Jankovic MD, Franca Fagioli MD, Andrea Biondi MD
Abstract
This analysis compared the numbers of patients treated at Italian pediatric oncology group
(Associazione Italiana Ematologia Oncologia Pediatrica [AIEOP]) centers with the
numbers of cases predicted according to the population‐ based registry. It considered
32,431 patients registered in the AIEOP database (1989–2012). The ratio of observed (O)
to expected (E) cases was 0.79 for children (0–14 years old) and 0.15 for adolescents
(15–19 years old). The proportion of adolescents increased significantly over the years,
however, from 0.05 in the earliest period to 0.10, 0.18, and then 0.28 in the latest period of
observation, suggesting a greater efficacy of local/national programs dedicated to
adolescents.
Abbreviations
AIEOP Associazione Italiana Ematologia Oncologia Pediatrica
AIRTUM Associazione Italiana Registri Tumori
CNS central nervous system
SIAMO Società Italiana Adolescenti Malati Onco‐ ematologici
INTRODUCTION
The optimal management of adolescents with cancer remains a challenge. Various
authors report little improvement in adolescents’ survival rates compared with other age
groups, and a worse survival for adolescents than for children with the same types of
tumor.1, 2This may stem from several factors, but differences in access to optimal cancer
services and treatments delivered are believed to play a part.2-4 The Italian pediatric
oncology community's awareness of this issue has been growing in recent years. In 2008,
a Committee on Adolescents was established by the Italian Pediatric Oncology
Association (Associazione Italiana Ematologia Oncologia Pediatrica [AIEOP]). A study
published in 2009 of more than 22,000 cases treated from 1989 to 2006 revealed that

adolescent cancer patients’ access to AIEOP centers had been distinctly limited: only 10%
compared to 77% of children.5 Further research suggested that excessively strict upper
age limits were preventing teenagers from being admitted to AIEOP centers.6 Various
initiatives were consequently devised to improve awareness on adolescent cancer.7 This
study compares the number of cases treated at AIEOP centers with the number of cases
expected, to see whether these interventions have increased the proportion of adolescents
treated at pediatric oncology centers over time.
RESULTS
We compared the numbers of adolescents (15–19 years old) and children (0–14 years old)
with cancer treated at AIEOP centers with the numbers of cases expected to occur in Italy
based on the incidence rates derived from the population‐ based Italian Network of
Cancer Registries (Associazione Italiana Registri Tumori [AIRTUM]).
All malignant tumors were considered eligible. Astrocytomas of the central nervous system
(CNS) were also included because differentiation between malignant and benign cases is
not easy, and benign astrocytomas are often locally aggressive and therefore potentially
just as invasive and lethal as malignant ones.
The observed cases were patients under 20 years old at diagnosis registered in the
AIEOP Mod.1.01 database by 55 centers during the years 1989–2012. The study period
was split into four diagnostic periods: 1989–1994, 1995–2000, 2001–2006, and 2007–
2012. All pediatric oncology units in Italy are affiliated with AIEOP.
The cases of cancer expected in 1989–2012 was calculated using AIRTUM's site‐ specific
incidence rates for 1989–2008 for the Italian population by age group (0, 1–4, 5–9, 10–14,
and 15–19 years old) and diagnostic period (the rates for 2001–2006 were also adopted
for 2009–2012).8 The AIRTUM includes 32 general and five specialized cancer registries
(only two specializing in childhood and adolescent cancer). It monitors over 5.5 million
children and adolescents (approximately 4 million children and 1.5 million adolescents),

corresponding to 47% of Italy's population in this age group. Our analyses were based on
the International Childhood Cancer Classification ICCC‐ 3.9
The statistical significance of differences between observed (O) and expected (E) numbers
of cases was tested by calculating confidence interval around the O/E ratio using the
Sahai and Khurshid method. Statistical significance was set at 0.05. All statistical tests
were two‐ tailed. The Breslow–Day test was used to assess O/E trends by diagnostic
period. All analyses were conducted using the SAS 8.2 and Stata/SE 11.0 software.
During the study period, 32,431 cancer patients were registered in the AIEOP database,
29,337 children and 3,094 (9.5%) adolescents. Epidemiological data suggested that
57,672 cases could be expected in Italy during the same period. Table I shows the cases
registered and expected by diagnosis and patient age. The O/E ratio for the entire time
period was 0.79 for children (over 0.90 for many tumor types) and 0.15 for adolescents.
Table II shows adolescent cases and the O/E ratios in the four diagnostic periods
considered. The overall O/E ratio rose gradually from 0.05 in the first period to 0.10, then
0.18, and 0.28; with few exceptions, this improvement was statistically significant for all
tumor types. In 2007–2012, the O/E ratio for adolescents was particularly high (≥1) for
CNS primitive neuroectodermal tumors, neuroblastoma, hepatic tumors, osteosarcoma,
and Ewing sarcoma. It was 0.82 for acute lymphocytic leukemia. The lowest O/E ratios
were seen for carcinomas (0.04), lymphomas (0.24), and germ cell tumors (0.21).
DISCUSSION
Although adolescents are still less well represented than children at Italian pediatric
oncology referral centers, the present study shows that the proportion of 15‐ to
19‐ year‐ olds treated at pediatric oncology facilities has improved significantly in recent
years, and for almost all tumor types. Better O/E ratios demonstrate that, for some
pediatric type tumors, most adolescent cases have recently been treated at centers
affiliated to the AIEOP. The O/E ratios have remained low for malignancies more typical of

adult age, such as carcinomas. As a limitation of the study, no data are available on where
and how patients not seen at AIEOP centers may have been treated.
Adolescents have often been described as a medically underserved population, in that
they may be less likely to access the best possible treatment facilities compared to
younger children.2-4 Many potential reasons for this state of affairs have been suggested.
Some are patient related (e.g., a limited awareness of adolescents’ healthcare options),
but many are factors relating to the healthcare system, including primary care providers’
limited awareness that cancer can occur in adolescents, arbitrary patterns of referral to
pediatric or adult medical oncologists based on age alone, strict upper age limits set by
pediatric hospitals, inadequate collaboration between pediatric and adult medical
oncologists, and a shortage of organized healthcare networks focusing on adolescents.1014
In Italy, alongside two local projects developed in Aviano 15 and Milan,16 an ad hoc
AIEOP committee established in 2008 led to a nationwide program.7 Since previous Italian
studies had found the AIEOP network far less effective in serving adolescents than
children, and assuming that pediatric oncologists are in a better position to care for
adolescent cancer patients (especially those with pediatric‐ type tumors),17, 18 the AIEOP
committee aimed primarily to increase the proportion of adolescents accessing AIEOP
centers. Action was taken to raise the upper age limit for admission to pediatric oncology
centers and a broad‐ based communication strategy was implemented at various levels
(community, media, family physicians, oncologists, and institutions).7 The rising O/E ratios
of adolescent cancer cases treated at AIEOP centers in recent years demonstrate the
efficacy of these actions.
The Italian oncology community nonetheless recognized a further crucial need to establish
strong cooperation between pediatric oncologists and adult medical oncologists. In 2013,
the AIEOP committee changed into a broad‐ based national task force focusing on
adolescents and young adults, in close cooperation with adult oncology societies. Its new

project, called SIAMO (Società Italiana Adolescenti Malati Onco‐ ematologici, the Italian
Society for Adolescents with Oncohematological Diseases),19 was formally established by
the country's pediatric and adult hematological and oncological scientific societies, and
also involves other stakeholders (nurses, psychologists, advocacy organizations, and
parents associations). With the support of the Italian National Health Service, SIAMO aims
to include the particular needs of adolescents in Italy's next National Oncology Plan,
identifying the special criteria and facilities that centers (be they pediatric or adult units)
need to treat adolescents with cancer (no restrictive age cut‐ offs, availability of clinical
trials on the different types of tumor, training multidisciplinary staff, age‐ appropriate
psychosocial support teams, dedicated spaces, fertility preservation, and transition in care
programs).19
References


1Gatta G, Zigon G, Capocaccia R, Coebergh JW, Desandes E, Kaatsch P, Pastore
G, Peris‐ Bonet R, Stiller CA, EUROCARE Working Group. Survival of European
children and young adults with cancer diagnosed 1995–2002. Eur J
Cancer 2009; 45: 992– 1005.



2Ferrari A, Bleyer A. Participation of adolescents with cancer in clinical trials. Cancer
Treatment Rev 2007; 33: 603– 608.



3Fern L, Davies S, Eden T, Feltbower R, Grant R, Hawkins M, Lewis I, Loucaides
E, Rowntree C,Stenning S, Whelan J. Rates of inclusion of teenagers and young adults
in England into National Cancer Research Network clinical trials: Report from the
National Cancer Research Institute (NCRI) Teenage and Young Adult Clinical Studies
Development Group. Br J Cancer2008; 99: 1967– 1974.



4Desandes E, Bonnay S, Berger C, Brugieres L, Demeocq F, Laurence V, Sommelet
D, Tron I,Clavel J, Lacour B. Pathways of care for adolescent patients with cancer in
France from 2006 to 2007. Pediatr Blood Cancer 2012; 58: 924– 929.



5Ferrari A, Dama E, Pession A, Rondelli R, Pascucci C, Locatelli F, Ferrari S, Mascarin
M, Merletti F, Masera G, Aricò M, Pastore G. Adolescents with cancer in Italy: Entry
into the national cooperative pediatric oncology group AIEOP trials. Eur J
Cancer 2009; 45: 328– 334.



6Ferrari A, Aricò M, Dini G, Rondelli R, Porta F. Upper age limits for accessing
pediatric oncology centers in Italy: A barrier preventing adolescents with cancer from
entering national cooperative AIEOP trials. Pediatr Hematol Oncol 2012; 29: 55– 61.



7Ferrari A. The challenge of access to care for adolescents with cancer in Italy:
National and local pediatric oncology programs. International Perspectives on AYAO,
Part 2. J Adolesc Young Adult Oncol 2013; 2: 112– 117.



8AIRTUM Working Group, CCM, AIEOP Working Group. Italian cancer figures, report
2012: Cancer in children and adolescents. Epidemiol Prev 2013;37(1 Suppl 1):1–225.



9Steliarova‐ Foucher E, Stiller C, Lacour B, Kaatsch P. International classification of
childhood cancer, third edition. Cancer 2005; 103: 1457– 1467.



10Tai E, Buchanan ND, Eliman D, Westervelt L, Beaupin L, Lawvere S, Bleyer
A. Understanding and addressing the lack of clinical trial enrollment among
adolescents with cancer. Pediatrics2014; 133: S98.



11Felgenhauer J, Hooke MC. Regulatory barriers to clinical trial enrollment of
adolescent and young adult oncology patients. Pediatrics 2014; 133: S119.



12Ferrari A, Thomas DM, Franklin A, Hayes‐ Lattin BM, Mascarin M, van der Graaf
W, Albritton KE. Starting an AYA program: Some success stories and some obstacles
to overcome. J Clin Oncol 2010; 28: 4850– 4857.



13Shaw P, Boyiadzis M, Tawbi H, Welsh A, Kemerer A, Davidson NE, Ritchey
AK. Improved clinical trial enrollment in adolescent and young adult (AYA) oncology
patients after the establishment of an AYA oncology program uniting pediatric and
medical oncology divisions.Cancer 2012; 118: 3614– 3617.



14Fern LA, Lewandowski JA, Coxon KM, Whelan J. Available, accessible, aware,
appropriate, and acceptable: A strategy to improve participation of teenagers and
young adults in cancer trials. Lancet Oncol 2014; 15: e341– e350.



15Mascarin M, Truccolo I, Byther E, Capone D, Elia C. Cancer, adolescence, and their
peers: “They'll give you a story”. J Cancer Educ 2014; 29: 434– 440.



16Ferrari A, Clerici CA, Casanova M, Luksch R, Terenziani M, Spreafico F, Polastri
D, Meazza C,Veneroni L, Catania S, Schiavello E, Biassoni V, Podda M, Massimino
M. The youth project at the Istituto Nazionale Tumori in Milan. Tumori 2012; 98: 399–
407.



17Ferrari A, Dileo P, Casanova M, Bertulli R, Meazza C, Gandola L, Navarria P, Collini
P, Gronchi A, Olmi P, Fossati‐ Bellani F, Casali PG. Rhabdomyosarcoma in adults. A
retrospective analysis of 171 patients treated at a single
institution. Cancer 2003; 98: 571– 580.



18Silverman LB, Couban S, Supko JG, Amrein PC, Ballen KK, Seftel MD, Turner
AR, Leber B,Howson‐ Jan K Kelly K, Cohen S, Matthews JH, Savoie L, Wadleigh
M, Sirulnik LA, Galinsky I,Neuberg DS, Sallan SE, Stone RM. Long‐ term outcome of a
pediatric‐ inspired regimen used for adults aged 18–50 years with newly diagnosed
acute lymphoblastic leukemia. Leukemia 2015;29: 526– 534.



19Ferrari A. Italian pediatric oncologists and adult medical oncologists join forces for
adolescents with cancer. Pediatr Hematol Oncol 2014; 31: 574– 575.

