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Abstract  Survivors of childhood cancer con-
stitute a growing population. The disease expe-
rienced, its treatment or the occurrence of late
complications may affect survivors’ health-related
quality of life (HRQOL). Understanding HRQOL
is a challenge due to its conceptual complexity
and the mode in which it is studied. Objective:
To identify the predominant lines of research in
the study of HRQOL in this population. Methods:
An integrative literature review was carried out,
involving a systematic search of primary articles
indexed in the Scopus and PubMed databases.
Results: In the 48 publications selected, four main
lines of research were identified: HRQOL in sur-
vivors in general; HRQOL in long-term survivors;
the study of determinants of HRQOL; and the
study of methodological aspects of HRQOL mea-
surement. A quantitative approach using generic
measurement instruments predominates, and the
conceptual model of HRQOL based on function
emphasizes the importance of physical, psycholog-
ical, and social functionality and the impact of the
disease and treatment on these aspects. Conclu-
sions: incorporating a qualitative, meaning-based
approach to the understanding of lived experi-
ences from a subjective and holistic perspective is
indispensable.
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Introduction

Multimodal oncological therapy for the treat-
ment of patients with cancer in childhood or ad-
olescence has brought about, since the 1980s, a
marked and progressive increase in survival. The
World Health Organization (WHO) reports that,
in high-income countries, approximately 80% of
children with cancer survive five years or more
after their diagnosis'. In Argentina, the estimat-
ed overall survival rate five years after diagnosis
for the period 2005-2014 was 67.6%?. According
to reports from the Surveillance, Epidemiology
and End Results (SEER) program of the National
Cancer Institute of the US, the five-year surviv-
al rate in children under 15 years of age for the
period 1980-1984 was 67.9% and for the peri-
od 2008-2014 it was 83.4%. These percentages
reflect positive aspects of treatment, although
the success rate differs among high-, middle-
and low-income countries’. Based on improve-
ments achieved in therapies, there is a growing
population of long-term survivors of cancers in
childhood or adolescence who continue to need
health care. In the last decades, observational
studies carried out in different populations of
survivors of cancer in childhood and adolescence
showed an increase in the proportion of late ef-
fects of treatment and chronic mid- to long-term
health conditions, as compared to people of the
same age who did not experience oncological dis-
eases*®. The most frequent effects include: respi-
ratory, cardiac or endocrine diseases of varying
severity, and the compromising of sexual and
reproductive health; survivors also have a higher
risk of experiencing other neoplasms and there-
fore a higher risk of early death. Other effects
that have been described include: compromising
of psychosocial wellbeing and difficulties in ac-
cessing social security benefits and in school and
labor force insertion’, in both females and males
affected by different neoplasms and receiving dif-
ferent treatments’.

Nevertheless, studies looking at quality of
life (QOL) and health-related quality of life
(HRQOL) in this population are relatively new
and complex. The studies on HRQOL in child-
hood cancer survivors differ in their findings, in
which not all experiences of cancer are related to
a lower health-related quality of life®. The factors
most frequently related to a lower quality of life
include difficulties in social and labor force inser-
tion, problems within the context of the family,
lower levels of education and income, and ob-
stacles in accessing health care, in addition to se-

quelae and developmental disorders’. Although
its individuals have in common the positive re-
sults achieved in the treatment of an oncological
disease, the population is heterogenous with re-
spect to the social support available and the pos-
sibilities of dealing with eventual post-treatment
sequelae and satisfying health care needs'.

Although the measurement of HRQOL
emerges as necessary for overcoming and com-
plementing the evaluations centered on the dis-
ease and the therapeutic interventions and for
incorporating the perception of the subject that
experiences them'!, its implementation is not
simple. Since 2003 different initiatives have in-
corporated, as a strategy for improving health
care for childhood cancer survivors, the mea-
surement of HRQOL as an essential element in
the assessment of treatment. Nevertheless, the
multiplicity of aspects involved in the concept
and the diversity of instruments utilized to ex-
plore HRQOL make its study difficult'™.

Given the complexity of the issue, we consider
it relevant to explore the predominant approach-
es to the study of HRQOL in this population in
original published research, identifying the pri-
mary lines of research, the aspects highlighted
as mediators in the perception of HRQOL, and
the evaluation methodologies employed in its
study. The purpose of this integrative review is
to contribute to the comprehension of the con-
tributions and limitations of the predominant
approaches in the study of HRQOL in young
adults who survived cancer in their childhood or
adolescence.

Objective

To identify and describe the predominant lines
of research in indexed publications regarding
the study of the health-related quality of life
(HRQOL) of survivors of cancer in childhood
and adolescence.

Methods

An integrative literature review was carried out
with the aim of identifying, obtaining, analyzing
and synthesizing the selected publications and
contributing knowledge regarding the topic?,
following the stages suggested for the develop-
ment of this type of research: 1) identification
of the topic and research question to carry out
the review; 2) establishing the inclusion and ex-



clusion criteria and specification of the literature
search strategy; 3) categorization of the selected
studies; 4) detailed evaluation of the studies in-
cluded; 5) interpretation of the results; 6) presen-
tation of the revision or knowledge synthesis.

The reflections brought about by the first
stage led to the establishment of a study purpose
and aim for this review. In order to move to the
second stage, a search in the multidisciplinary
electronic database Scopus and in the PubMed
database was carried out. Assuming that the term
“health-related quality of life” could be expressed
in the search fields as “quality of life” and in or-
der to better capture publications that could use
the term “quality of life” to refer to “health-relat-
ed quality of life,” two search strategies were ap-
plied simultaneously. For each of these the terms
used were: 1) “childhood cancer survivors” AND
“quality of life” AND (hasabstract[text] AND Hu-
mans[Mesh] AND adult[MeSH]=; and 2) “child-
hood cancer survivors” [Title/Abstract] AND
“health related quality of life”[Title/Abstract])
AND (hasabstract[text] AND Humans[Mesh]
AND adult[MeSH]). The search fields chosen
were Title and Abstract. No limits were placed
regarding the type of publication nor the year of
publication in order to discover what type of pub-
lications exist regarding this topic and their time
of production (until March 2019). The limits ap-
plied included: 1) the availability of the abstract
text and 2) regarding the population, humans and
19 years of age or over, since the population of in-
terest was adult. It should be considered that this
work was carried out in the framework of a care
center for adult survivors of childhood cancer. Af-
ter reading the title and abstract of the articles ob-
tained, only original research articles whose pri-
mary outcome was the measurement of HRQOL
in adult women and men who had received and
completed treatment for an oncological disease in
their childhood or adolescence (as the definition
chosen for survivors of cancer in childhood or
adolescence) were included.

For the third and fourth stage, a detailed
reading was carried out of each text to categorize
the selected publications based on the presence
of common patterns among them, considering
the existence of two primary (and perhaps com-
plementary) conceptual models underlying the
methodologies for exploring HRQOL in sur-
vivors of cancer in childhood or adolescence: a
model based on function, oriented at evaluating
the functional capacities of the individual, and
another directed at exploring the meaning of
lived experiences'.

During the fourth stage, based on a detailed
evaluation of the objectives and aspects examined
in each study as possible modulators of the per-
ception of HRQOL, four primary research lines
were identified, and the articles were grouped by
approach:

. Those focused on biomedical aspects that
affect the perception of HRQOL.

. Those focused on the relationship between
survival time and HRQOL.

. Those focused on psycho-social, cultural or
behavioral aspects that influence HRQOL.

. Those focused on the evaluation of instru-
ments for measuring HRQOL.

Based on the previous stages and in order to
respond to this review’s proposed objective, in
the fifth stage an analysis of the corpus of select-
ed articles was carried out, the development of
which is presented in the results section. In the
sixth stage, a synthesis is made of the primary as-
pects that allow for the identification of the pre-
dominant approaches of HRQOL in childhood
cancer survivors as well as the contributions and
limitations of those approaches (expressed in the
results, discussion and conclusions).

Results

In the initial search, 221 publications were ob-
tained from Scopus and 119 from PubMed. After
eliminating the articles duplicated in each data-
base and among the two databases, 165 articles
remained that went on to the stage of evaluation
of eligibility based on title and abstract. In this
stage, 91 articles were eliminated for not meet-
ing the inclusion criteria and another 11 were
eliminated because they were reviews and not
original research studies. The reasons for elimi-
nation centered on not having as a primary ob-
jective the study of HRQOL in adult survivors of
childhood cancer, such as studies carried out in
oncological patients during their treatment or in
survivors under 18 years of age, studies directed
at the HRQOL of families or caretakers, evalu-
ations of strategies or interventions to improve
quality of life, or reviews. Of the 63 publications
remaining, 48 were included for analysis. After
a full-text reading, 15 articles were excluded for
not fulfilling the inclusion criteria (Figure 1). Of
the 48 articles selected, 37 had the objective of
evaluating HRQOL in survivors of childhood
cancer and 11 aimed to study aspects related to
the mediation of HRQOL in this population. The
majority of the articles were published between
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2001-2019. Cuadro 1 details all of the articles in-
cluded in this review, according to their classifi-
cation for analysis, first author and publication
year. Among the first group of 37, 10 were carried
out in survivors of a specific cancer (three in sur-
vivors of leukemia survivors'>", two in lympho-
ma survivors'®!®, one in bone tumor survivors®,
one in rhabdomyosarcoma survivors?, one in
Wilms tumor survivors?, one in head and neck
tumor survivors®, one in survivors of tumors of
the central nervous system?, and 27 in popula-
tions of survivors of different types of cancer®-'.
Among the 11 works with the objective of study-
ing specific aspects mediating HRQOL, 8 looked
at the development, validation, comparison or

evaluation of different instruments to measure
health-related quality of life>** and in only three
questions of clinical significance, response bias or
possible missing content in the study of HRQOL
were examined®-%2,

Following a detailed reading, and responding
to the stated objective, all the texts were organized
according to two primary topics. The first sought
to highlight the primary lines of research identi-
fied in the study of HRQOL in this population,
based on an analysis of the primary objective of
each publication, and the second the consider-
ations regarding the instruments for measuring
HRQOL applied in the studies and the dimen-
sions explored by these instruments.

Scopus PubMed
CV+SCI=167 CV+SCI=73
CVRS+SCI=54 CVRS+SCI=46
221 119
Duplicates 4////¢ ¢\> Duplicates
63 37
158 82
240
publications
o | Duplicates
75
\d
165
Evaluated of title and
v abstract:
91 did not
63 > meetinclusion criterio
Evaluated in full text 11 rewiews
»| 15 did not meet
v inclusion criteria

48

Selected publications

Figure 1. Flow chart of article selection for the literature review.

QOL: quality of life; HRQOL: health-related quality of life; CCS: childhood cancer survivors.

Source: Authors.



Based on these overarching topics, we can
highlight the following:

1) Primary lines of research identified and rele-

vant aspects of each (Cuadro 2).

a) Research focused on biomedical aspects

that can affect the perception of HRQOL: studies

the primary objective of which was to measure

HRQOL in survivors of cancer in childhood or

Chart 1. Original articles included in the review, in each line of research.

HRQOL in survivors of cancer in childhood or adolescence with a focus on biomedical aspects.

First author, year To(t;i;se;ge Type of cancer Outcomes Instrument Comparisons
Pemberger S, 2004 |78,22.6 £ 3.8 Various HRQOL and SF36 |-
chronic health
conditions
Punyko J, 2007 417 vs 2685, >18 | Rhabdomyosarcoma | Physical Designed for the | Siblings
deterioration and | study
social adaptation
Nathan P, 2007 654y 432,18-34 | Wilms y HRQOL SF-36 Between the two
Neuroblastoma types of cancer
Ness K, 2008 7.147,> 18 Various HRQOL, functional | SF36 General
limitations population
Zeltzer L, 2008 7.147 vs 308, 32 | Various HRQOL, Life SF36 Siblings
(18-54) satisfaction, chronic
health conditions
Nagarajam R, 2009 | 629, > 21 years | Lower extremity QOL, Physical QOL-CS | -—----
bone tumors function
Zebrack B, 2010 599,27 £5.5 Various HRQOL, sexual SF36 MO Sexual | ------
function, and Function
emotional distress
Ishida Y, 2010 185 vs 1.000, Various HRQOL SF36 General
23.2+49 population and
QOL without
bone marrow
transplant
Ishida Y, 2010 185 vs 1.000, Various Disfigurement, SF 36 General
245 HRQOL and population and
emotional distress QOL without
radiotherapy
Ishida 'y, 2011 184 vs 72,23.1 | Various HRQOL, chronic SF36 Siblings
+49 health conditions
Kinahan K, 2012 14.358 vs 4.023 | Various HRQOLand SF36 Siblings
psychological
distress
Rueegg C, 2013 1.593 vs 695,25 | Various HRQOL SE36 Siblings
+6.9
Chan C, 2014 614 vs 208,21.9 | Various QOL and chronic SF36 Siblings
+5.6 conditions
Rhee M, 2014 110, 8-18 Various HRQOL and PedsQL Healthy controls
symptoms of
emotional distress
Corella Aznar E, 54,>18 Acute leukemia HRQOL and SF36 and -—-
2019 symptoms of interview

emotional distress

it continues

W
(=]
[=)}
~N

(8)£Z @ATII[0D) IPNES 3 BIDUIID)

TT0T ‘LLOE-€90€"



3068

=
g
:
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% First author, year To(t;:i:)lge Type of cancer Outcomes Instrument Comparisons
= Tremolada M, 32vs28,19.4 Various HRQOL and SF36 Healthy controls
2018 +3.8 comorbidities after
radiotherapy with
proton beam
Fukushima H, 17 Head or neck tumors | HRQOL and PedsQL -
2017 comorbidities after
radiotherapy with
proton beam
Halvorsen J, 2018 |91 vs 223,24,7 | Various HRQOL, late PedsQL for young | Healthy controls
+2,77 effects, distress, adults
received treatment

HRQOL in survivors of cancer in childhood or adolescence focused on long-term survival

First author, year N, age (years) | Type of cancer Outcomes Instrument Comparisons
Blaauwbroek R, 2007 123, 19-50 years | Various HRQOLand long- | RAND-36 Controls
term late effects
Blaauwbroek R., 2007 | 333, 20-60 years | Various HRQOLand long- | RAND-36 Controls
term late effects
Alessi D, 2007 691 de 1005, > | Various HRQOLand long- |{HUI ~  |--mmeomeee
18 years term late effects
Kenney L, 2010 55 de 88, 51-71 | Various Health SF-36 Controls
years statusand HRQOL
Harila M, 2010 74,17-37 years | Acute L Leukemia | HRQOL RAND-36 Controls
Essig S, 2012 457,> 16 years | Acute L Leukemia | HRQOL SF-36 Controls
Calaminus G, 2013 1202, M 26.7 Hodgkin’s HRQOL EORTC-QLQ-C30 | Controls
years Lymphoma

HRQOL in survivors of cancer in childhood or adolescence focused on psychosocial or behavioral aspects

First author,year | N,age (years) | Type of cancer Outcomes Instrument Comparisons

Casillas J, 2006 27 Latinos 18-32 | Various HRQOL SF-12 Latinos vs non-

years and 30 non Qualitative: latinos

-latinos, 18-37 focus group and

telephone interview
Servitzoglou M, 103, 19.8 Various HRQOLand SE-36 Control
2008 psychosocial
functioning

Cantrell MA, 2008 | 35,22-28 Various HRQOLand MMIQL | e

determinants (self-
esteem, social and
affective support)

Mort S, 2011 271,ND Various HRQOLand factors |SF-36y 15D Control
associated with the
disease
Badr H, 2013 170, ND Various HRQOL, lifestyles, PEDQ |-
medical variables
Hocking M, 2015 | 34 child/mother | CNS Tumor HRQOLand POQOLS |-
dyads cognitive function,
mediated by the
family
Huang I-Chan, 7103, average Various HRQOLand SE-36 Control
2017 31.847.5 emotional stress

it continues



Chart 1. Original articles included in the review, in each line of research.

First author,year | N,age (years) | Type of cancer Outcomes Instrument Comparisons
Cantrell MA, 2017 |95 women, Various HRQOLpre- and MMIQL |-
22.5+2.5 post-intervention
regarding care of
self-esteem and hope
Zhang F, 2018 2480, ND Various HRQOLand ) T [ ——
modifiable lifestyle
factors
Wogksch M, 2018 | 336, 19.1-60.6 Various HRQOL, chronic SF-36 Control
diseases and physical
exercise
Ritt-Olson A, 2018 | 194, 20.75 Various HRQOL, depression, | PedsQL Latinos vs no latinos
gender and culture
Dixon S, 2019 white/non- Various Racial and ethnic SF-36 Hermanos
Hispanic disparities in
600 black/non- neurocognitive,
Hispanic emotional and
821 Hispanic HRQOL outcomes

Studies for the development, validation or adaptation of instruments for measuring HRQOL in survivors of cancer in

childhood or adolescence

Author, year

Objective

Zebrack B, 2001

Psychometric evaluation of Quality of Life-Cancer Survivors (QOL-CS)

O’Leary T, 2007

Effects of response bias on self-reported quality of life among childhood cancer survivors

Zebrack B, 2010

Psychometric evaluation of the Impact of Cancer (IOC-CS) scale for young adult survivors of
childhood cancer

Huang I-Chang, 2012

Comparison of two instruments for measuring HRQOL in young adult survivors of cancer (QOL-CS
y YASCC)

Huang I-Chang, 2012

Development of an instrument for measuring HRQOL (YASCC) in survivors of childhood cancer
based on three legacy measures

Jervaeus A, 2013 Psychometric properties of KIDSCREEN-27 among childhood cancer survivors
Quinn G, 2013 Missing content in the evaluation of HRQOL
Jervaeus A, 2014 Clinical significance in self-rated HRQOL using KIDSCREEN-27 demonstrated by qualitative

anchor-based thresholds

Koike M, 2014

Development of the Japanese version of the MMQL-Adolescent Form and evaluation of its reliability
and validity

Bosworth A, 2018

Evaluation of the reliability and validity of the MMQLI in adult survivors of childhood cancer

Source: Authors.

adolescence. There were 18 in total, 11 of which
could be said to stem from the premise that on-
cological disease could affect HRQOL, especially
in survivors with late effects, that is, with chron-
ic health conditions secondary to the disease or
treatment received. Among these studies, nine
were carried out in survivors of primary onco-
logical disease in general®?7313-35375 and two
in populations with specific diseases, leukemia
in one of the studies (15) and Wilms tumor or
neuroblastoma in the other?’. In these articles,
possible statistical associations were explored

among values of HRQOL, the sociodemograph-
ic variables included (age, sex, educational level,
occupation, relationship status) and the chronic
health conditions found (physical, psychical, or
social). In the majority, the information was col-
lected from secondary sources, databases from
previous surveys or from health care centers or
medical records. In these studies, associations
between health aspects considered of particular
interest for the study of HRQOL were also exam-
ined, using other questionnaires specific to each
topic, for example, in the assessment of: depres-
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sion, post-traumatic stress, anxiety, somatiza-
tion, sexual dysfunction or limitations in certain
areas of functionality considered relevant for the
HRQOL of the studied population.

In all cases, HRQOL was evaluated using a
quantitative approach, through generic instru-
ments for the measurement of HRQOL, vali-
dated for the studied populations. The research
designs were cross-sectional. No successive mea-
surements over time were reported to have been
carried out, even in cohorts of survivors. Some
studies made comparisons with control groups.

The remaining seven articles had the ob-
jective of studying HRQOL in childhood can-
cer survivors in which a particular reduction in
HRQOL was suspected, due to the type of cancer,
the type of treatment received or sequelae con-
sidered especially negative. This group of articles
particularly studied survivors with secondary ef-
fects associated with radiotherapy?*’, bone mar-
row transplants®**®, treatment of bone tumors in
lower limbs (amputations) (63), physical dete-
rioration after treatment of rhabdomyosarcoma
and scarring or permanent disfiguration?*2. In
these articles the approach was also quantitative,
with generic instruments for measuring HRQOL
applied for a single measurement. Some studies
incorporated the instruments into longer ques-

tionnaires in order to explore psychosocial fac-
tors considered relevant. This strategy implied in
some cases responding to over 200 questions.

b) Research focused on the relationship be-
tween survival time and HRQOL: this line of re-
search brings together seven articles'®'8*%-4! that
seek to evaluate HRQOL in long-term survivors.
The methodology utilized in these works was
similar to that of the previous group: quantita-
tive measurements with generic instruments and
comparison with control groups. In no case were
successive measurements taken over time, nor
were results compared with previous measure-
ments in the same population. That is to say that
the survival time was a characteristic that defined
the eligible population for the study at the start,
but was not constructed as a variable associat-
ed with possible changes over time in HRQOL,
although on occasion comparisons were made
with other survivors who had finished treatment
more recently.

¢) Research focused on psycho-social or be-
havioral aspects that influence HRQOL: this line
included 12 articles with the objective of study-
ing some factors proposed by the researchers as
possible determinants of HRQOL in survivors
of cancer in childhood or adolescence. The fac-
tors explored included aspects related to healthy

Chart 2. Primary lines of research identified and relevant aspects of each.

greater associated

Lines of research Publications (n 48) Methodology Instrumentof measurement
HRQOL in survivors |11 Quantitative SF 36 (9)
of cancer in childhood | (survivors in general) | Cross-Sectional PedQoL (2)
or adolescence
7 SF 36 (2)
(survivors with PedQoL (1)

Questionnaire designed for

comorbidities) the study (4)
HRQOL in long-term |7 Quantitative SF36 (3)
survivors Cross-Sectional RAND 36 (2)
HUI (1)
EORTC-QL-C30 (1)
HRQOL in relation to | 12 Quantitative SF36 (6)
possible determinants Cross-Sectional SF12 (1)
(1) (Quali-quantitative) PedQol (2)
MMQLI (2)
POQOL (1)
Instruments for 11 Development, psychometric | QOL
evaluation of HRQOL analysis, validation and/or MMQLI
comparison of questionnaires | KIDSCREEN 27
10C-CS

Source: Authors.




lifestyles (three articles)'****; belonging or not
belonging to Latino culture or having depressive
symptoms (one article)® or belonging to Latino
culture (one article)*s; disparities in neurocog-
nitive or emotional aspects according to ethnic-
ity (one article)®'; aspects related to the type of
cancer (one article)*®; characteristics related to
self-esteem and psychosocial aspects (four arti-
cles)*#+474 and family functioning as a mediator
of neurocognitive function in survivors of brain
tumors (one article)?. Similar to what was pre-
viously observed in the majority of works, the
methodology was quantitative, despite the lim-
itations that such an approach implies. The only
exception was found in one of the works carried
out with the Latino population in which quali-
tative techniques were applied through focus
groups.

d) Research focused on the evaluation of in-
struments for measuring HRQOL in this popu-
lation: this line of research included 11 publica-
tions**®* with aims involving the development,
psychometric analysis, validations studies and/
or comparison studies of questionnaires for the
evaluation of HRQOL in cancer survivors. Some
of these studies were targeted particularly at
young adults. One study explored as a variable
of interest that the evaluation of HRQOL be car-
ried out in the health care facility®®. Three stud-
ies sought to explore potential limitations in the
measurement, such as the effect of response bias
in self-reported HRQOL in cancer survivors®,
the clinical significance of HRQOL as self-report-
ed in a questionnaire® and the possible missing
content in HRQOL measurement instruments
in young adult survivors of cancer®. In the latter
two, interviews with adult survivors of childhood
cancer were are also carried out.

2) Primary instruments for measuring the
HRQOL identified and the dimensions explored
(Cuadro 3)

The different instruments used to measure
HRQOL in the evaluated publications were those
known as “patient-reported outcome instru-
ments,” that is, the information they collect is not
mediated by any member of the health team.

At the same time, within this type of instru-
ments, the great majority of the published research
used generic instruments such as the SF-36, SF-12
(the short form of the Medical Outcome Survey),
RAND-SF26 or PedsQL (Pediatric Quality of
Life). In conjunction, these types of instruments
were used in 28 articles. With less frequency, the
articles made use of what are known as specific
instruments, designed to research certain diseases

or situations (they include lists of symptoms and
affections generated specifically by a disease or
treatment) such as MMQL-I (Minneapolis-Man-
chester Quality of Life Instrument), EORTC QL
(European Organisation for Research and Treat-
ment of Cancer), and the POQOL (Pediatric On-
cology Quality of Life). These instruments were
employed, in addition to four instruments de-
signed specifically for the studies, in 8 studies, and
one article used the HUI (Health Utilities Index),
a questionnaire to evaluate state of health and
HRQOL. These questionnaires explore the fol-
lowing dimensions: physical functioning, physi-
cal role functioning, bodily pain, general health,
vitality, social role functioning, emotional role
functioning and mental health. The SF-36 addi-
tionally includes a transition item that explores
changes in the person’s overall state of health in
relation to the previous year. This item is not used
in the calculation of any of the scales, but it offers
information regarding perceived changes in one’s
state of health in the year prior to the adminis-
tration of the SF-36. Additionally, the MMQ-I
includes a domain to evaluate cognitive function.
Although the majority of the articles do not of-
fer explicit definitions of the theoretical models
underlying the measurement of HRQOL, in the
stated objectives, in the study methodology and
in the instruments utilized, an implicit model can
be perceived, referenced in the relation between
function and HRQOL and not based in the mean-
ing to the subject, who holistically incorporates
lived experience in their HRQOL®*,

Cuadro 3 describes the domains explored in
the most frequently utilized questionnaires.

Discussion

In the last 20 years, there has been significant
academic production regarding the study of
HRQOL and its possible determinants in adults
who are survivors of cancer in childhood and
adolescence. These studies can offer important
knowledge regarding the health of this popula-
tion from the perspective of the subject.

The importance of these studies lies in the
identification of factors that are consistently as-
sociated with HRQOL, which could orient the
development of care strategies for improving
or maintaining health. Nevertheless, the type of
study predominantly utilized presents important
limitations to a full comprehension of the topic.

In 1994, the WHO defined quality of life as
“an individual’s perception of their position in

w
(=]
~
—_

(8)LT ‘®ADP[0D) 3pNES X BIDUILD

TT0T ‘LLOE-€90€"



3072

Majdalani MP, Alazraqui M

Chart 3. Primary instruments for the measurement of HRQOL identified and dimensions explored.

Generic HRQOL Instruments

Dimensions Explored

SE-36 Functioning and limitation in the physical, social, and emotional

RAND-36 spheres; energy/fatigue; pain; and general well-being

PedsQL Physical, emotional and social functioning, school performance
Specific HRQOL Instruments Dimensions Explored

MMQL-I Physical, cognitive, psychological, and social functioning, body

Specific to childhood cancer survivors | image,relationships, and general outlook on life

EORTC QL Physical, social and emotional functioning; symptoms scale;
financial impact; and general well-being

Source: Authors.

life in the context of the culture and value sys-
tems in which they live and in relation to their
goals, expectations, standards and concerns”
(66); based on this conceptual definition and
with the goal of estimating the extent to which
different aspects of health affect quality of life,
in 1995 the WHOQOL group established points
of consensus regarding the measurement of
health related quality of life, highlighting that the
variables measured should be subjective, in the
sense of collecting the perception of the person
involved, and multidimensional, for which it is
necessary to survey different aspects of the in-
dividual’s life at least in the physical, emotional,
social and interpersonal levels; include positive
and negative sentiments; and register variability
in time, whether in different life stages, moments
of the disease experienced, or treatments®”. From
this point of view, the predominant use of “pa-
tient-reported outcome instruments” emerges to
an extent as a positive strategy, and the generic in-
struments for measuring HRQOL, administered
in person, by mail or via internet, can facilitate
the study of HRQOL and offer measurements of
general aspects of health perception comparable
among different study populations, be they sur-
vivors of different types of cancer, survivors with
different post-treatment survival times or the
general population. Nevertheless, the measure-
ments carried out in a single point in time are
insufficient to provide a thorough understanding
of HRQOL, as they do not allow temporal vari-
ations to be evaluated. This aspect constitutes a
limitation in carrying out comparisons, wheth-
er they be in relation to different life stages, the
time passed since diagnosis and treatment or in
reference to relevant milestones in the lives of
those evaluated that may or may not be related
to the disease, its treatment and the sequelae. In

this way, it is not possible to perceive the occur-
rence of possible internal adjustments through
the resources of confrontation and variation of
expectations®®®. It is important to consider that,
although the evaluations of HRQOL in the an-
alyzed publications were carried out in adults,
the experience of an oncological disease that
occurred in childhood or adolescence and was
without a doubt unique and significant for each
individual and social context. In this sense, the
aspects that mediated HRQOL during the disease
and treatment could influence the perception of
HRQOL evaluated without being reflected in the
domains explored by the utilized instruments™”".
Hinds describes the HRQOL of pediatric patients
in treatment as a construct expressed as“a gen-
eral feeling of well-being based on the ability
to participate in everyday activities; to interact
with other and feel taken care of; to find mean-
ing in the experience of illness”’>”>. Along with
the previous considerations, it is important to
highlight that function-based models, which un-
derly the operationalization of HRQOL from the
biomedical model, emphasize the importance of
physical function and the impact of the disease
and treatment on this dimension™, as opposed
to meaning-based models that emphasize patterns
and experiences of disease and treatment from a
subjective and holistic perspective”. This latter
approach could contemplate, for example, that a
child not attending an activity could be reflective
not of a functional limitation but rather of the
choice to stay at home with his or her family®.
In the area of pediatric oncology, academic de-
velopments regarding the conceptualization of
HRQOL recognize the difficulty of defining the
concept given that it is considered a dynamic
phenomenon in which the different lived expe-
riences interact with psychological and cognitive



processes that allow one to redefine one’s world
and adjust one’s expectations”. In relation to
pediatric cancer survivors in particular, the rele-
vance of other aspects that modify the perception
of HRQOL have also been studied, including:
personality traits, beyond whether an oncologi-
cal illness has been experienced; affection in the
perception of body image; the possibilities for the
development of autonomys; affection of sexuality;
and above all, changes these perceptions might
face in an individual over time®. We can there-
fore consider that, notwithstanding the effort
placed on studying HRQOL in this population,
there are extremely relevant, constitutive aspects
of HRQOL that are not incorporated into the ap-
proach in the majority of studies. In this sense,
it is clear that it is not possible to access the sub-
jectivity sought after in HRQOL solely through
the implementation of structured self-responses,
in which subjects generally respond to proposed
functional domains. It would appear to be indis-
pensable to complement these questionnaires in
this population with qualitative approaches that
explore meanings immersed in life stories and
experiences that allow us to understand the sense
of the perception that each subject has regard-
ing their quality of life in relation to their health
and in their personal situation within their social
world.

It is crucial to develop lines of research that
incorporate aspects complementary to those
presently carried out. Making explicit underlying
definitions and conceptual models in each study
can contribute to comprehension of the nuances
of this topic and enrich the production of knowl-
edge in this area, with the subsequent benefit in
the health care of survivors of cancer in child-
hood or adolescence, considering their health
from a comprehensive perspective.

Among the primary limitations that this
study presents, it should be mentioned that,

given difficulties in accessing other sources, the
literature search was carried out in only two elec-
tronic databases of indexed publications. Never-
theless, they are those most frequently utilized in
clinical practice.

Conclusions

The primary lines of research on HRQOL in
survivors of cancer in childhood or adolescence
are focused on: biomedical aspects that affect the
perception of HRQOL; the relationship between
HRQOL and post-treatment survival time; in
social, cultural or behavior aspects; and in the
study of methodological aspects regarding the
measurement of HRQOL in these populations.
In the first three, generic measurement instru-
ments were predominantly utilized, applied on a
single occasion.

The majority of the publications evaluate
whether the HRQOL of survivors is or is not
affected and the possible relationship with so-
ciodemographic aspects, the type of oncological
disease experienced, the treatment received, the
presence of sequelae or long-term complications
with different degrees of severity or with the lim-
itations that these bring. To a lesser extent, asso-
ciations with depression, anxiety and self-esteem
were explored in studies limited to the applica-
tion of self-administered questionnaires. Often
the results obtained were compared with mea-
surements in populations without a history of
cancer. In some cases, results of survivors of dif-
ferent oncological diseases or of differing severity
were compared. Despite the important amount
of published scientific production, the predomi-
nant approach adopted for the study of HRQOL
does not provide us with knowledge of subjective
aspects, nor the assessment of modifications pro-
duced throughout the subject’s life.
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