P . 7
university of :7’%//4
groningen g',,g", University Medical Center Groningen

i

University of Groningen

Methodology of the DCCSS later fatigue study

Penson, Adriaan; van Deuren, Sylvia; Bronkhorst, Ewald; Keizer, Ellen; Heskes, Tom;
Coenen, Marieke J H; Rosmalen, Judith G M; Tissing, Wim J E; van der Pal, Helena J H; de
Vries, Andrica C H

Published in:
BMC Medical Research Methodology

DOI:
10.1186/s12874-021-01298-7

IMPORTANT NOTE: You are advised to consult the publisher's version (publisher's PDF) if you wish to cite from
it. Please check the document version below.

Document Version
Publisher's PDF, also known as Version of record

Publication date:
2021

Link to publication in University of Groningen/UMCG research database

Citation for published version (APA):

Penson, A., van Deuren, S., Bronkhorst, E., Keizer, E., Heskes, T., Coenen, M. J. H., Rosmalen, J. G. M.,
Tissing, W. J. E., van der Pal, H. J. H., de Vries, A. C. H., van den Heuvel-Eibrink, M. M., Neggers, S.,
Versluys, B. A. B., Louwerens, M., van der Heiden-van der Loo, M., Pluijm, S. M. F., Grootenhuis, M.,
Blijlevens, N., Kremer, L. C. M, ... Loonen, J. (2021). Methodology of the DCCSS later fatigue study: a
model to investigate chronic fatigue in long-term survivors of childhood cancer. BMC Medical Research
Methodology, 21(1), 1-12. [106]. https://doi.org/10.1186/s12874-021-01298-7

Copyright
Other than for strictly personal use, it is not permitted to download or to forward/distribute the text or part of it without the consent of the
author(s) and/or copyright holder(s), unless the work is under an open content license (like Creative Commons).

The publication may also be distributed here under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license.
More information can be found on the University of Groningen website: https://www.rug.nl/library/open-access/self-archiving-pure/taverne-
amendment.

Take-down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.

Downloaded from the University of Groningen/UMCG research database (Pure): http://www.rug.nl/research/portal. For technical reasons the
number of authors shown on this cover page is limited to 10 maximum.


https://doi.org/10.1186/s12874-021-01298-7
https://research.rug.nl/en/publications/606dbbd9-6f13-4cd9-b903-f1606d1434ed
https://doi.org/10.1186/s12874-021-01298-7

Penson et al. BMIC Medical Research Methodology (2021) 21:106 .
https://doi.org/10.1186/s12874-021-01298-7 BMC Medical Research

Methodology

RESEARCH Open Access

Methodology of the DCCSS later fatigue ®
study: a model to investigate chronic
fatigue in long-term survivors of childhood
cancer

Adriaan Penson'’, Sylvia van Deuren', Ewald Bronkhorst?, Ellen Keizer', Tom Heskes®, Marieke J. H. Coenen?,
Judith G. M. Rosmalen®, Wim J. E. Tissing®’, Helena J. H. van der Pal®, Andrica C. H. de Vries®,

Marry M. van den Heuvel-Eibrink®®, Sebastian Neggers®'®, Birgitta A. B. Versluys®, Marloes Louwerens'”,
Margriet van der Heiden-van der Loo'?, Saskia M. F. Pluijm® Martha Grootenhuis'®, Nicole Blijlevens’,
Leontien C. M. Kremer'*®, Eline van Dulmen-den Broeder'®, Hans Knoop'® and Jacqueline Loonen’

Check for
updates

Abstract

Background: A debilitating late effect for childhood cancer survivors (CCS) is cancer-related fatigue (CRF). Little is
known about the prevalence and risk factors of fatigue in this population. Here we describe the methodology of
the Dutch Childhood Cancer Survivor Late Effect Study on fatigue (DCCSS LATER fatigue study). The aim of the
DCCSS LATER fatigue study is to examine the prevalence of and factors associated with CRF, proposing a model
which discerns predisposing, triggering, maintaining and moderating factors. Triggering factors are related to the
cancer diagnosis and treatment during childhood and are thought to trigger fatigue symptoms. Maintaining factors
are daily life- and psychosocial factors which may perpetuate fatigue once triggered. Moderating factors might
influence the way fatigue symptoms express in individuals. Predisposing factors already existed before the
diagnosis, such as genetic factors, and are thought to increase the vulnerability to develop fatigue. Methodology of
the participant inclusion, data collection and planned analyses of the DCCSS LATER fatigue study are presented.

Results: Data of 1955 CCS and 455 siblings was collected. Analysis of the data is planned and we aim to start
reporting the first results in 2022.

Conclusion: The DCCSS LATER fatigue study will provide information on the epidemiology of CRF and investigate
the role of a broad range of associated factors in CCS. Insight in associated factors for fatigue in survivors
experiencing severe and persistent fatigue may help identify individuals at risk for developing CRF and may aid in
the development of interventions.

Keywords: Methodology, Multivariable fatigue model, Associated factors, Cancer related fatigue, Chronic fatigue,
Childhood Cancer survivors

* Correspondence: adriaan.penson@radboudumc.nl

'Department of Hematology, Radboud University Medical Center, Nijmegen,
The Netherlands

Full list of author information is available at the end of the article

© The Author(s). 2021 Open Access This article is licensed under a Creative Commons Attribution 4.0 International License,
which permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative Commons licence, and indicate if

changes were made. The images or other third party material in this article are included in the article's Creative Commons
licence, unless indicated otherwise in a credit line to the material. If material is not included in the article's Creative Commons
licence and your intended use is not permitted by statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.
The Creative Commons Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the
data made available in this article, unless otherwise stated in a credit line to the data.


http://crossmark.crossref.org/dialog/?doi=10.1186/s12874-021-01298-7&domain=pdf
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
mailto:adriaan.penson@radboudumc.nl

Penson et al. BMIC Medical Research Methodology (2021) 21:106

Background

Childhood cancer survival rate has improved signifi-
cantly over the last few decades, with currently an
expected 5-year survival rate of more than 80% [1-3].
Unfortunately, survival does not come without conse-
quences of cancer treatment. Almost three quarters of
Childhood Cancer Survivors (CCS) suffers from late ef-
fects following cancer treatment which can occur years
or even decades after treatment [4]. A debilitating late
effect is Cancer-Related Fatigue (CRF) [5]. The National
Comprehensive Cancer Network (NCCN) has defined
CRF as a distressing, persistent, subjective sense of phys-
ical, emotional, and/or cognitive tiredness or exhaustion
related to cancer and/or cancer treatment that is not
proportional to recent activity and interferes with usual
functioning [6]. It differs from fatigue experienced by
healthy individuals; CRF is more severe, more distres-
sing, leads to disability and is less likely to be relieved by
rest [7]. In addition, CRF most likely has a negative
impact on quality of life (QoL) but thus far this has only
been investigated in subgroups of CCS [8, 9].

Previous literature did not establish consensus about
the prevalence and risk factors of CRF in CCS. A
systematic review investigating CRF in CCS showed a
wide range in prevalence rates (0-61.7%, n=18,682)
[10]. In addition, a recently published guideline for the
surveillance of CRF in childhood, adolescent, and young
adult cancer survivors also showed a wide range of
prevalence rates (10-85%, n =11,628) [11]. Both studies
stated that clinical and statistical heterogeneity of previ-
ous literature made it difficult to compare the results
and draw conclusions regarding CRF prevalence and risk
factors. To gain knowledge on the prevalence and
associated factors of CRF, a sufficiently large, systematic
and comprehensive multicenter collaborative project was
suggested [11].

Fatigue is a subjective, multifactorial symptom. Diverse
factors such as age, sex, mental status and health status
have, among others, been shown to influence fatigue
[12]. As these factors are closely related, it is desirable to
evaluate their relationship with fatigue following cancer
in a multivariable model. In this way, possible associations
between factors are taken into account and confounding is
corrected for. An example of such a model was presented
by Bower et al. [13], including diagnosis and treatment re-
lated factors and predisposing and maintaining factors to
investigate the role of neuro-immune reactions on CRF in
survivors of adult-onset cancer (ACS). Another multivari-
able model was presented by Koornstra et al. [14] to
investigate CRF in cancer patients and included a vast array
of associated factors among which were comorbidities,
medication use and tumor related factors. Both models
emphasize the importance of a multicausal and multidis-
ciplinary approach to investigate CRF. Studies using such
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models to investigate associated factors of CRF have
focused on patients and survivors of adult-onset
cancer [13, 14]. In the current study we will focus on
CRF in CCS using a model which distinguishes be-
tween predisposing, triggering, maintaining and mod-
erating factors (Fig. 1).

Here, we describe the methodology of the Dutch
Childhood Cancer Survivor Late Effect Study on fatigue
(DCCSS LATER fatigue study). The aim of the DCCSS
LATER fatigue study is to examine the prevalence of
and factors associated with CRF in CCS, based on the
presented model. Also, the impact of CRF on QoL in
CCS will be investigated. This is the first study to use a
nationwide (Dutch) cohort including all tumor types to
investigate the role of a broad range of associated factors
of CRF in CCS. Combining these factors in one study
will hopefully increase the knowledge of CRF in CCS
and enable adequate identification of risk groups.

Methods

Study design

The DCCSS LATER fatigue study is a cross-sectional
study in a nationwide cohort of Dutch CCS. It is part of
the DCCSS LATER study which is a comprehensive,
multidisciplinary program for patient care and research
into various late effects in CCS. Where the DCCSS
LATER fatigue study focuses on fatigue as a late effect
in CCS, other DCCSS LATER sub-studies focus on sec-
ond primary malignancies, thyroid function, hormone
deficiency, metabolic syndrome, reproductive potential,
bone mineral density, sexuality and psychosexual devel-
opment, cardiovascular toxicity, renal effects, pulmonary
dysfunction, psychosocial consequences, splenic func-
tion, hyposalivation and benign sequalae. In all pediatric
oncology centers in the Netherlands data was collected
from patient files, questionnaires and during a visit at
the expert clinic for late effects following cancer (LATE
R outpatient clinic). During the visit, which took place
between 2017 and 2020, participants received regular
medical care and simultaneously data was collected for
the DCCSS LATER study. The DCCSS LATER fatigue
study was approved by the Medical Research Ethics
Committee of the Amsterdam University Medical Center
(registered at toetsingonline.nl, NL34983.018.10). The
study was carried out in accordance with the declaration
of Helsinki [15].

Objectives

The objectives of the DCCSS LATER fatigue study are
to 1) investigate the prevalence of CRF in a cohort of
CCS including all cancer types and 2) determine factors
which might be associated with CRF in CCS. This study
will provide an estimate of overall- and treatment
specific risks for CRF in CCS. This knowledge should
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Fig. 1 Hypothesized multivariable CRF model in CCS. Model showing associated factors of CRF divided into predisposing- (genetic factors and
blood biomarkers which are thought to impact the vulnerability to fatigue), triggering- (factors related to the cancer diagnosis and treatment
during childhood and are thought to trigger fatigue symptoms), maintaining- (daily life- and psychosocial factors which may perpetuate fatigue
once triggered) and moderating factors (factors which might influence the way fatigue symptoms express in individuals). Continuous lines:
factors that are hypothesized to be directly related to CRF. Dashed lines: factors that are hypothesized to possibly act as moderator or
confounder for other factors, but might also directly be related to CRF. BMI: Body Mass Index. * Included comorbidities are categorized into the
following main organ systems: Neoplasms, Cardiac-, vascular-, respiratory-, gastro-intestinal-, hepatobiliary-, renal and urinary tract-, endocrine-,

enable identification of groups at risk for developing fa-
tigue following cancer treatment.

Current status of the study

At the moment of writing, data collection has already
finished. Currently, the data is being cleaned by data-
managers. The aim is to start with the analyses of the
data in 2021.

The study population

Participants of the DCCSS LATER fatigue study were in-
cluded from the DCCSS LATER cohort (n = 6165). This
is a nationwide cohort of five-year CCS diagnosed with
histologically confirmed malignancies [16] or Langerhans
cell histiocytosis before the age of 18 between January 1st

1963 and December 31st 2001 in the Netherlands. From
this cohort, CCS living in the Netherlands who were alive
on January 1, 2017, when the invitation process started,
were invited to participate (Fig. 2a). Participants gave
written informed consent (or their parents when aged
< 16 years, n =3).

Controls

Siblings A control group consisting of siblings of
CCS were included which enables matching on many
unmeasured factors such as ethnicity, genetic back-
ground, culture, community, socioeconomic status
and family environment. Survivors who participated in
the study were asked to provide contact details of
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their siblings which were used to invite them to
participate. Siblings, who have not had cancer and
who can read and speak Dutch, and who gave written
informed consent, were approached to participate in
the sibling control group (Fig. 2b).

Population controls Data of Dutch population controls
participating in the Lifelines project will be used as a sec-
ond control group, since siblings may be affected by the
disease history of their brother or sister in some way.
These participants broadly represent the general Dutch
population. Lifelines is a multi-disciplinary prospective
population-based cohort study examining in a unique
three-generation design the health and health-related
behaviors of approximately 167,000 persons living in the
North East of The Netherlands [17]. It employs a broad
range of investigative procedures in assessing the
biomedical, socio-demographic, behavioral, physical and

psychological factors which contribute to health and
disease of the general population. When we start data
analysis for the DCCSS LATER fatigue study, Lifelines
data of approximately 90.000 participants will be made
available and will then be matched on age and sex with
the survivors. The Lifelines control group will be
substantially larger than the CCS study group, ensuring
sufficient power to analyze differences in prevalence
rates. Participants with a (self-reported) history of cancer
will not be included in this control group.

Data collection

Fatigue

The Checklist Individual Strength (CIS) [18], a 20-item
questionnaire, scored on a 7-point Likert Scale, was used
to assess fatigue severity. The CIS measures several
aspects of fatigue using the subscales fatigue severity
(CIS-fatigue; 8 items), concentration (5 items),
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motivation (4 items) and physical activity level (3 items).
The total score ranges from 20 to 140 where a higher
score corresponds with more problems in this area. The
CIS is a reliable and valid instrument for the assessment
of fatigue, with a score of 35 or higher on the CIS-fatigue
severity subscale (range 8—56) indicating severe fatigue,
which was validated in currently treated cancer patients
and ACS [19].

Triggering factors

Factors related to the cancer diagnosis and treatment
during childhood are thought to trigger fatigue. Informa-
tion about the diagnosis and cancer treatment was
collected by data-managers using a uniform and
standardized protocol [20]. Details comprise information
on treatment start and end dates, treatment type i.e. sur-
gery, chemotherapy (CT), radiotherapy (RT) and stem
cell transplantation (SCT), treatment dose of CT and RT
and RT location. All treatment data cover treatments for
the initial tumor and all recurrences plus RT boosts
when applicable. Survivors who received radiotherapy
will be categorized in groups dependent on the body
part which was irradiated. We will distinguish between
patients who received RT to the head, total body, spine,
thorax, abdomen/pelvic region, neck, upper extremities
and lower extremities (see Figure S1 in Additional file
1). Radiation-exposed volume to the head will be catego-
rized into three groups (full-cranial-, partial-cranial- and
no-cranial irradiation) following previously described
methodology [21] and all irradiated regions will add-
itionally be categorized according to dose tertiles. Survi-
vors who received chemotherapy will be categorized in
groups dependent on the specific agent they were given.
We will distinguish between patients who received
anthracyclines, platinum derivates, alkylating agents,
vinca alkaloids and antimetabolites. Agents will addition-
ally be categorized according to dose tertiles.

Moderating factors

Moderating factors might influence the way fatigue
expresses in individuals. For example, females who
received cancer treatment might experience different
consequences compared to men who received the same
cancer treatment. In that case, sex acts as a moderator
leading to the development of fatigue symptoms in
individuals who received cancer treatment. We believe
that several demographic- and cancer treatment related
factors (see Fig. 1, moderating factors) may act as a
moderator for other included factors and are therefore
presented as such in the hypothesized model (dashed
lines from moderating factors to other factors). How-
ever, these factors may also directly influence CRF
(dashed line from moderating factors directly to CREF).
The exact role of these variables is yet to be determined
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and will be investigated by means of the planned ana-
lyses (see below). During the clinic visit, a questionnaire
asking about the participant’s demographic data (see
Table S1 in Additional file 1) was completed. Age at
diagnosis was collected and time since diagnosis was
calculated.

Predisposing factors

Of the possible predisposing factors of fatigue, here
the role of genetic factors will be studied. Genetic
factors are thought to increase the vulnerability to de-
velop fatigue. Venous blood samples were collected
from survivors (n=1874) during the clinic visit after
overnight fastening and stored at — 80 degrees Celsius
for future evaluation. From participants of whom we
were not able to collect a blood sample and from sur-
vivors after allogeneic SCT, saliva samples were col-
lected. A genome-wide association study (GWAS) will
be carried out to identify genetic variants associated
with fatigue.

Maintaining factors

Maintaining factors are daily life- and psychosocial
factors which may perpetuate fatigue once triggered.
During the clinic visit, height and weight of the partici-
pants was measured to calculate their body mass index
(BMI). BMI will be categorized as follows: Underweight
(BMI <18.5), normal weight (18,5 <BMI< 25), over-
weight (25 < BMI < 30), obesity (BMI = 30). Grip strength
was measured using an analogue hand dynamometer.
Grip strength was shown to be a good reflection of a
person’s muscle strength in general [22, 23]. Grip
strength was measured four times (two times left arm,
two times right arm) and the mean score will be used as
an indication for muscle strength. Additionally, a general
health questionnaire containing items about the partici-
pant’s medical history and current medical state was
completed on paper prior to the clinic visit (see Table 1
in Additional file 1 for details). During the clinic visit,
completeness of this questionnaire was checked by one
of the research nurses and discussed with the participant
when a question needed clarification. Self-reported
health problems and comorbidities were validated by the
physician. Comorbidities will be categorized according
to previous published methodology [24] into main organ
system categories: Neoplasms, Cardiac-, vascular-, respira-
tory-, gastro-intestinal-, hepatobiliary-, renal and urinary
tract-, endocrine-, musculoskeletal-, ear-, eye-, nervous
system-, and other conditions. Inflammatory markers
(interleukin-1, interleukin-6, CRP) will be measured in the
venous blood samples which were collected during the
clinic visit. In addition, the following questionnaires were
completed digitally on a laptop during the clinic visit:
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TAAQOL To assess QoL, the TNO (Netherlands
Organisation for Applied Scientific Research) and AZL
(Leiden University Medical Centre) Questionnaire for
Adult’s Quality of Life (TAAQOL) was completed [25].
The TAAQOL contains twelve subscales (Gross motor
function, Fine motor function, Cognitive function, Sleep,
Pain, Social functioning, Daily activities, Vitality, Happi-
ness, Aggressiveness, Depressive moods) with a total of
45 items, each scored on a 4-point Likert scale. Crude
scale scores are linearly transformed to a 0-100 scale
with higher scores indicating better functioning. The
questionnaire has been validated in both the general
population as well as in patients with chronic diseases
[25, 26]. The impact of fatigue on the health related do-
mains of QoL in CCS will be reported on in a separate
study.

HADS The Hospital Anxiety and Depression Scale
(HADS) [27] was used to assess the level of psycho-
logical distress. It asks the participant about anxious and
depressive feelings in the past 4 weeks, each containing
seven items on a 4-point Likert scale. The HADS was
found to be able to assess symptom severity and case-
ness of anxiety disorders and depression in both somatic,
psychiatric and primary care patients, and in the general
population [28]. A cutoff score of >8 for both the anxiety
subscale and the depression subscale can be used to
identify possible cases [28]. The HADS was validated in
different age groups of the Dutch population [29].

RSES The Rosenburg Self-Esteem Scale (RSES) [30] was
used as a measure for self-esteem. It contains ten items,
each asking the participant about global self-worth on a
4-point Likert scale. The total score ranges from 10 to
40, where a higher score corresponds with a higher
self-esteem. The RSES shows satisfying psychometric
properties [31].

PSQI The Pittsburgh Sleep Quality Index (PSQI) [32]
was used to assess sleep quality. It assesses seven com-
ponents (subjective sleep quality, sleep latency, sleep
duration, sleep efficiency, sleep disturbance, use of sleep
medication and daytime dysfunction) which are scored 0
(no difficulty) to 3 (severe difficulty), making the total
score range from O to 21. Psychometric properties are
good and have been validated in several patient popula-
tions, including breast cancer patients [33, 34]. The
PSQI can be used to screen participants for the presence
of significant sleep disturbance with a cut-off score
greater than 5 discriminating between good and poor
sleepers [32].

Squash The Short Questionnaire to assess health- en-
hancing physical activity (SQUASH) [35] was used to
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assess the participant’s physical activity level. It measures
how frequent, how intense and how long a participant
carried out a certain type of activity (physical activity
from and to work, physical activity at work, physical
activity during spare time and physical activity doing
household activities). The SQUASH is a valid instrument
for categorizing adults according to the Dutch physical
activity guideline [36].

ICQ The Illness Cognition Questionnaire (ICQ) was
used as an instrument to assess the participant’s illness
beliefs. It has 3 subscales (helplessness, acceptance and
perceived benefits) each consisting of six items measured
on a 4-point Likert scale, with a total score ranging from
18 to 72. Its psychometric properties were shown to be
sufficient in patients with chronic diseases such as
rheumatoid arthritis and multiple sclerosis [37] and in
parents of a child with cancer [38].

An overview of the data we have collected and how
the measures will be used to create the model parame-
ters is shown in Table S2 in Additional file 1.

This table also shows which parameters will be
available for each group of participants, i.e. CCS, sibling
controls and/or Lifelines controls. Survivors who were
willing to be involved in research, but who declined a
visit to the LATER outpatient clinic or who were not
able to come in, were invited to participate in the
questionnaire-part only which could be completed digit-
ally at home.

To examine possible selection bias in the group of sur-
vivors that agreed to participate in the DCCSS LATER
fatigue study, the following, anonymized, data of the sur-
vivors who declined to participate will be retained in the
central database: sex, decade of birth, childhood cancer
diagnosis, decade of diagnosis, treatment with chemo-
therapy and /or radiotherapy (yes/no).

Definition of fatigue
CREF, is thought to be related in time to the cancer diag-
nosis and treatment. However, to make the comparison
with fatigue in the control groups who have not had
cancer, the term CRF is not applicable. To enable a
comparison between CCS and controls, we will use the
term Chronic Fatigue (CF). For a reliable distinction
between cases and non-cases, it is important to use a
fatigue questionnaire with a validated cut-off score to
indicate severe fatigue. It is also important to take into
account the minimal duration of symptoms of at least 6
months which was proposed to define chronic fatigue
[39] and has been used in other populations as well
[8, 10, 40, 41].

We define CF as severe fatigue, indicated with a score
of 35 or higher on the CIS fatigue severity subscale [19],
which persists for at least 6 months. A question on
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symptom duration is part of the general health question-
naire, see Table S1 in Additional file 1.

Statistical analyses

To examine possible selection bias between study partic-
ipants and persons who declined to participate, inde-
pendent t-tests will be conducted to compare the groups
with respect to the variables sex, decade of birth, child-
hood cancer diagnosis, decade of diagnosis, treatment
with chemotherapy and /or radiotherapy (yes/no).

Prevalence rates of CF within the survivors and the
two control populations will be presented descriptively.
Logistic regression analysis will be done with CF (yes/
no) as dependent variable and group (CCS, siblings,
population controls) as independent variable to deter-
mine whether prevalence rates differ between groups.

To determine factors which might be associated with
CF in CCS, a multivariable logistic regression analysis will
be performed with CF as dependent variable and the
triggering, maintaining and moderating factors as inde-
pendent variables. The predisposing genetic factors will be
analyzed in a separate sub-study. Multivariable logistic
regression will produce an Odds Ratio (OR) for each
possible risk factor (OR with 95% CI will be presented).
Each group of factors will be entered as separate block of
independent variables in the analysis. Each block will be
analyzed both separately as well as in combination with
the other blocks to examine the association of all factors
with each other. In addition, structural equation modeling
(SEM) will be applied [42]. To analyze structural relation-
ships between factors we will apply both confirmatory
analyses, by assuming a particular structure between vari-
ables and testing whether this structure is supported by
the available data, and more exploratory analyses that
search over different structures in an attempt to detect po-
tential causal relationships [43, 44]. The analyses will be
carried out in all three study groups (with the factors
available for each specific group; CCS, sibling controls and
population controls) to examine if associated factors differ
between groups. We will test for multicollinearity.

IBM SPSS (IBM Corp. Released 2017. IBM SPSS
Statistics for Windows, Version 25.0. Armonk, NY: IBM
Corp) and R [45] will be used for the statistical analyses.

Results

Study population

Characteristics of the total DCCSS LATER cohort (1 =
6165) can be found elsewhere [46]. Of this cohort, 4735
eligible CCS participants were invited to participate in
the DCCSS LATER study. Data of 1955 CCS and 455
siblings was collected. In the following months, data will
be checked on correctness and cleaned. Analysis of the
data is planned for 2021 and we aim to start reporting
the first results in 2022.
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Expected results

We will report the prevalence of CF for CCS and two
control populations. Factors associated with CF in CCS
will be determined, distinguishing between predisposing,
triggering, maintaining and moderating factors as
presented in our model. Furthermore, we aim to create
certain profiles which will help identify CCS at-risk for
the development of CF.

Discussion

We presented the methodology of the DCCSS LATER fa-
tigue study which will investigate CF in a nationwide co-
hort of CCS. The study presents a model discerning
predisposing, triggering, maintaining and moderating fac-
tors of CF in CCS. Investigating a broad range of possible
associated factors in a single study using clearly defined
methods is expected to give insight into the prevalence
and associated factors of CF in CCS and will enable com-
parison with other studies. We hypothesize the prevalence
rate of CF in CCS to be around 25%. This number is based
on the combined prevalence rates of severe fatigue seen in
the included studies in the previous mentioned systematic
review [10] with CCS aged 16-71 years at assessment. A
pilot study conducted in a partly overlapping cohort of
Dutch CCS (unpublished data, Sylvia van Deuren et al.)
found a similar prevalence rate of CF using the Short Fa-
tigue Questionnaire [47, 48] to indicate CF.

In our study, the predisposing factors studied are
genetic factors that might be related to how sensitive a
person is to develop CF following cancer and its treatment
and might also influence the persistence of fatigue. Be-
cause of the massive scope of the GWAS in which we will
analyze these genetic factors, this will be done in a separ-
ate study. It is assumed that triggering factors are related
to the cancer diagnosis and treatment during childhood,
starting CF. Maintaining factors are daily life-, psycho-
social- and inflammatory factors that may perpetuate the
fatigue once triggered. Moderating factors might influence
the way CF expresses in individuals. In the current study
we included several demographic- and treatment related
factors which might possibly act as moderators. An over-
view of all factors is shown in Fig. 1, wherein all variables
are shown that are believed to be related to fatigue. This re-
lation can be direct (direct lines from factors to fatigue in
Fig. 1) or indirect (dashed lines between the factors in Fig.
1), for example as a confounder, moderator or mediator to
other variables. Using the presented model, we aim to in-
vestigate the precise contribution of all these variables to
CF in CCS. Below, we hypothesize on the potential associ-
ated factors described in the model.

Fatigue model
The fatigue model presented is hypothetical and based
on findings in the literature and on clinical experience in
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the LATER outpatient clinic. We hypothesize that the
presented factors all play a role in the development and/
or persistence of fatigue symptoms in CCS. We catego-
rized the factors in a way we think to be appropriate and
plausible. The precise role of each factor is yet to be ex-
amined. The model as presented in the current paper is
meant as a starting point to create an overview of all
possible associated factors. We aim, when the DCCSS
LATER fatigue study is finished, to present a directed
acyclic graph (DAG), a tool to help interpreting relation-
ships in research [49], including only those variables that
are directly related to CRF or act as a confounder, mod-
erator or mediator.

Predisposing factors

It is suggested that genetic mechanisms are involved in
subjective experiences such as fatigue in cancer survivors
[50]. For example, breast cancer survivors with fatigue
show higher expression of genes of the pro-inflammatory
system that are under control of the transcriptions factor
NF-kB, compared to non-fatigued survivors [51]. Identifi-
cation of genetic factors associated with CF in CCS will
aid to adapt treatment based on risk models predicting
susceptibility to specific late effects. Such approaches are
likely to get a more prominent role in survivor care in the
future [52]. In a follow up study we will investigate in de-
tail the relation between genetics and CF in CCS. Based
on the above mentioned prevalence rate, we will be able
to detect Odds Ratios of 1.6 or higher per allele (allele
frequency of 0.3), however with the exploratory approach
of the study we believe outcomes to still be interesting. In
addition, this dataset can be used for validation of previ-
ous findings in literature and can be the basis for meta-
GWAS with other similar cohorts.

Moderating factors

Several studies showed female sex to be associated with
fatigue [53—56], making it likely that such an association
will be present in CCS. Furthermore, age at diagnosis
can influence the occurrence and severity of late effects
[57, 58]. However, it is unknown whether age at diagno-
sis could influence the development of CF in particular.
A systematic review conducted in CCS suggests age at
diagnosis to not play a role in CF, however no pooled
conclusion could be made [10]. Also, little is known
about the relation between CF and age at assessment in
CCS. It is hypothesized that a higher age at assessment
is associated with CF as two studies showed higher
prevalence of fatigue in older age groups of survivors
compared to survivors of younger age [8, 59].

A meta-analysis in breast cancer survivors showed that
having a partner decreased the risk of fatigue [60]. A
questionnaire study focusing on demographic-, lifestyle-
and treatment factors conducted in the DCCSS cohort
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showed marital status not to be related to CF (unpub-
lished data, Sylvia van Deuren et al.). We expect to find
similar results. All these variables can directly act on the
prevalence of CF or indirectly, via other variables such
as type of treatment or diagnosis, in which case they act
as moderator or confounder.

Triggering factors

Type and intensity of cancer treatment have been associ-
ated with an increased risk for the development of
several late adverse effects [61, 62]. A systematic review
by van Deuren et al. [10] included multiple studies in-
vestigating triggering factors for fatigue in CCS and con-
cluded that due to differences in study methodology, no
conclusion could be drawn. Previous mentioned ques-
tionnaire study (umpublished data, Sylvia van Deuren
et al.) focusing on demographic-, lifestyle- and treatment
factors conducted in the DCCSS cohort showed CCS
with CNS tumors to have higher odds for reporting CF
compared to other childhood diagnoses. In the current
study, we will investigate the association of diagnosis-
and treatment-related factors with CF in CCS in more
detail including all factors described in the CRF model.
We will not only examine the type of treatment (surgery,
RT, CT, SCT) but also the relation of treatment intensity
and RT location on fatigue. Using the proposed model,
we will be able to correct for multiple possible confound-
ing factors and by doing so, we will be able to elaborate
on the precise role of diagnosis- and treatment-related
factors in the development of CF in CCS.

Maintaining factors

Gielissen et al. [63] proposed maintaining factors to be
responsible for the persistence of fatigue, based on a
cognitive behavioral model of CRF in which it is
assumed that cognitions and behavior can maintain
fatigue. Factors such as, social functioning, illness cogni-
tions and sleep disturbances are topics addressed during
cognitive behavior therapy (CBT) which was shown to
be an effective therapy to reduce fatigue in ACS [63]. A
pilot study investigating CBT in CCS showed promising
results [64] and another study showed a substantial
overlap in cognitive behavioral factors that can maintain
fatigue between CCS and patients with chronic fatigue
syndrome or ACS [65]. This suggests that these factors
also might play an important role in maintaining CF in
CCs.

Physical and psychological comorbidities have also
been associated with fatigue. For example, Mulrooney
et al. [54] described that CCS with heart failure, pulmon-
ary fibrosis, depression or obesity reported more fatigue
and sleep disorders. Ho and colleagues [66] showed
fatigue to be related to depression in survivors of both
childhood- and adult onset cancer and Karimi et al. [67]
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investigated the relation between depression and fatigue
in CCS specifically and also showed a significant associ-
ation. In contrast to Goértz et al. (unpublished data, Yv-
onne MJ] Goértz et al.), who showed that factors
associated with fatigue in several chronic conditions are
not disease specific, but generic. They suggest a trans-
diagnostic approach for understanding fatigue in
patients with chronic health conditions. Contributing to
these results, Nap-van der Vlist et al. [68] suggest a
trans-diagnostic approach in children with chronic con-
ditions as well. By including several comorbidity categor-
ies in the presented multi-factorial fatigue model, we
aim to determine the precise role of these health condi-
tions in perpetuating fatigue symptoms in CCS.

Physical activity levels were shown to be associated
with fatigue levels during a one-year follow-up in a
mixed cohort of childhood cancer patients and survivors
[69]. Muscle strength was suggested to be related to
fatigue in patients with advanced cancer [70]. In the
current study hand grip strength will be used as an indi-
cation for muscle strength [22]. We hypothesize physical
activity and muscle strength to be negatively correlated
with CF in CCS. Information about smoking and alcohol
consumption was not collected from the participants in
the current study and this is considered a limitation.

Previous studies suggest Inflammatory markers to play
a role in the experience of fatigue symptoms in (adult)
cancer patients [13, 71, 72]. However it remains un-
known whether these markers might still be related to
fatigue in CCS. Therefore inflammatory markers (inter-
leuking-6, interleukin-6 and CRP) are included in our fa-
tigue model to investigate their association with chronic
fatigue in CCS.

Above, we discussed multiple factors possibly associ-
ated with CRF in CCS and included them in a model.
We aimed to create a complete model but we acknow-
ledge that there are other factors not included in the
model that also might be associated with CRF and inter-
esting to investigate. Examples are traumatic events or
past history of mood disorders. Future studies might
consider including these factors.

Conclusion

Using the model as presented, the DCCSS LATER fa-
tigue study will provide information on the epidemiology
and associated factors of CF in CCS. With person-
centered care getting a more prominent role in the
health-care system, insight in possible risk factors for
survivors experiencing CF is of great interest to identify
individuals at risk for developing CF. Ultimately, this
study will hopefully contribute to the improvement of
current treatment protocols decreasing CF and improv-
ing quality of life in CSS.

Page 9 of 12

Abbreviations

CCS: Childhood Cancer Survivors; CRF: Cancer Related Fatigue; CF: Chronic
Fatigue; NCCN: National Comprehensive Cancer Network; DCCSS LATE

R: Dutch Childhood Cancer Survivor Late Effect Study; QOL: Quality of life;
DCOG: Dutch Childhood Oncology Group; KIKA: Stichting Kinderen
Kankervrij; CIS: Checklist Individual Strength; CT: Chemotherapy;

RT: Radiotherapy; SCT: Stem cell transplantation; TBI: Total body irradiation;
CrRT: Cranial radiotherapy; BMI: Body mass index; GWAS: Genome-wide
association study; TAAQOL: TNO (Netherlands Organisation for Applied
Scientific Research) and AZL (Leiden University Medical Centre)
Questionnaire for Adult's Quality of Life; HADS: Hospital Anxiety and
Depression Scale; RSES: Rosenburg Self-Esteem Scale; PSQI: Pittsburgh Sleep
Quiality Index; SQUASH: Short Questionnaire to assess health- enhancing
physical activity; ICQ: lliness Cognition Questionnaire; OR: Odds Ratio;
DAG: Directed acyclic graph; ACS: Survivors of adult-onset cancer;

CBT: Cognitive behavior therapy

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/512874-021-01298-7.

Additional file 1: Figure S1. Flowchart of the categorization process of
survivors who received Radiotherapy. Table S1. Items in the
questionnaires regarding the participant’s demographic data, medical
history and current medical state. Table S2. Model parameters and how
they were measured in the DCCSS LATER fatigue study.

Acknowledgements

We would like to thank all cancer survivors and siblings participating in the
study and the VOKK and VOX for their contribution to the DCCSS LATER
study. We thank Bep Verkerk and Martine Raphael for their contributions at
the LATER registry and coordinating office as well as all data managers in
the seven participating centers. We would like to thank the complete LATER
study group for their contribution to the study.

Authors’ contributions

AP, SD, EK, HK and JL wrote the manuscript. JL, HK, MJHC, WJET, HJHP,
ACHV, MMHE, SN, BABY, ML, MHL, SMFP, MG, NB, LCMK and EDB contributed
to the conception or design of the study. JGMR is representative for the
Lifelines control participants and helped to compose this cohort. MHL
manages the database for the study. EB assisted with the design of the
statistical analysis. TH assisted with the design of — and will help conduct the
SEM. All authors read and approved the final manuscript.

Funding
The program was funded by KIKA/ODAS (grant 171 'DCOG LATER program’)
and the Dutch Cancer Society (grant KUN 2014-6985).

Availability of data and materials
Data sharing is not applicable to this article as no datasets were generated
or analysed during the current study.

Declarations

Ethics approval and consent to participate

The DCCSS LATER fatigue study was approved by the Medical Research
Ethics Committee of the Amsterdam University Medical Center (registered at
toetsingonline.nl, NL34983.018.10). Written informed consent was obtained
from all participants.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
'Department of Hematology, Radboud University Medical Center, Nijmegen,
The Netherlands. “Department of Dentistry, Radboud Institute for Health


https://doi.org/10.1186/s12874-021-01298-7
https://doi.org/10.1186/s12874-021-01298-7

Penson et al. BMIC Medical Research Methodology (2021) 21:106

Sciences, Radboud University Medical Center, Nijmegen, The Netherlands.
3Institute for Computing and Information Sciences, Radboud University,
Nijmegen, The Netherlands. “Department of Human Genetics, Radboud
Institute for Health Sciences, Radboud University Medical Center, Nijmegen,
The Netherlands. °Interdisciplinary Center Psychopathology and Emotion
Regulation (ICPE), University of Groningen, University Medical Center
Groningen, Groningen, The Netherlands. ®Princess Maxima Center for
Pediatric Oncology, Utrecht, The Netherlands. 7Department of Pediatric
Oncology/Hematology, Beatrix Children’s Hospital/University of Groningen/
University Medical Center Groningen, Groningen, The Netherlands.
8Department of Pediatric Oncology, Erasmus Medical Center, Rotterdam, The
Netherlands. “Department of Pediatric Oncology, Erasmus Medical Center —
Sophia Children’s Hospital, Rotterdam, The Netherlands. '°Department of
Medicine, section Endocrinology, Erasmus Medical Center, Rotterdam, The
Netherlands. ''Department of Internal Medicine, Leiden University Medical
Center, Leiden, The Netherlands. '“Dutch Childhood Oncology Group — Late
Effects after Childhood Cancer (LATER) registry, Utrecht, The Netherlands.
3Department of Psychology, Princess Maxima Center for Pediatric Oncology,
Utrecht, The Netherlands. '*Department Pediatric Oncology, Emma Children’s
Hospital, University of Amsterdam, Amsterdam, The Netherlands.
*Department of Pediatric Oncology/Hematology, Amsterdam University
Medical Center, Amsterdam, The Netherlands. 16Departmer\t of Medical
Psychology, Amsterdam University Medical Centers, University of Amsterdam,
Amsterdam Public health research institute, Amsterdam, Netherlands.

Received: 10 March 2021 Accepted: 27 April 2021
Published online: 16 May 2021

References

1. Coebergh JW, et al. Childhood cancer survival in Europe, 1978-1992: the
EUROCARE study. Eur J Cancer. 2001;37(6):671-2. https://doi.org/10.1016/
S0959-8049(01)00005-3.

2. Sankila R, Martos Jiménez MC, Miljus D, Pritchard-Jones K, Steliarova-
Foucher E, Stiller C. Geographical comparison of cancer survival in European
children (1988-1997): report from the automated childhood Cancer
information system project. Eur J Cancer. 2006;42(13):1972-80. https://doi.
0rg/10.1016/}.6jca.2006.05.013.

3. Gatta G, Zigon G, Capocaccia R, Coebergh JW, Desandes E, Kaatsch P, et al.
Survival of European children and young adults with cancer diagnosed
1995-2002. Eur J Cancer. 2009;45(6):992-1005. https://doi.org/10.1016/j.ejca.2
008.11.042.

4. Geenen MM, Cardous-Ubbink MC, Kremer LCM, van den Bos C, van der Pal
HJH, Heinen RC, et al. Medical assessment of adverse health outcomes in
long-term survivors of childhood cancer. Jama. 2007,297(24):2705-15.
https://doi.org/10.1001/jama.297.24.2705.

5. Servaes P, Verhagen C, Bleijenberg G. Fatigue in cancer patients during and
after treatment: prevalence, correlates and interventions. Eur J Cancer. 2002;
38(1):27-43. https//doi.org/10.1016/50959-8049(01)00332-X.

6. Bower JE, Bak K, Berger A, Breitbart W, Escalante CP, Ganz PA, et al.
Screening, assessment, and management of fatigue in adult survivors of
cancer: an American Society of Clinical oncology clinical practice guideline
adaptation. J Clin Oncol. 2014;32(17):1840-50. https://doi.org/10.1200/JCO.2
013.53.4495.

7. Berger AM, Mooney K, Alvarez-Perez A, Breitbart WS, Carpenter KM, Cella D,
et al. Cancer-related fatigue, version 2.2015. J Natl Compr Cancer Netw.
2015;13(8):1012-39. https://doi.org/10.6004/jnccn.2015.0122.

8. Johannsdottir IM, et al. Increased prevalence of chronic fatigue among
survivors of childhood cancers: a population-based study. Pediatr Blood
Cancer. 2012;58(3):415-20. https://doi.org/10.1002/pbc.23111.

9. Meeske KA, Patel SK, Palmer SN, Nelson MB, Parow AM. Factors associated
with health-related quality of life in pediatric cancer survivors. Pediatr Blood
Cancer. 2007;49(3):298-305. https://doi.org/10.1002/pbc.20923.

10. van Deuren S, et al. Severe fatigue after treatment for childhood cancer.
Cochrane Database Syst Rev. 2020;3. https://doi.org/10.1002/14651858.
CD012681.pub2.

11, Christen S, et al. Recommendations for the surveillance of cancer-related
fatigue in childhood, adolescent, and young adult cancer survivors: a report
from the international late effects of childhood Cancer guideline
harmonization group. J Cancer Surviv. 2020;14(6):923-38. https://doi.org/10.1
007/511764-020-00904-9.

12.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Page 10 of 12

Finsterer J, Mahjoub SZ. Fatigue in healthy and diseased individuals. Am J Hosp
Palliat Care. 2014;31(5):562-75. https.//doiorg/10.1177/1049909113494748.
Bower JE. The role of neuro-immune interactions in cancer-related fatigue:
biobehavioral risk factors and mechanisms. Cancer. 2019;125(3):353-64.
https://doi.org/10.1002/cncr.31790.

Koornstra RH, et al. Management of fatigue in patients with cancer - a
practical overview. Cancer Treat Rev. 2014;40(6):791-9. https://doi.org/10.101
6/j.ctrv.2014.01.004.

World Medical Association Declaration of Helsinki. ethical principles for
medical research involving human subjects. Jama. 2013;310(20):2191-4.
Steliarova-Foucher E, Stiller C, Lacour B, Kaatsch P. International classification
of childhood Cancer, third edition. Cancer. 2005;103(7):1457-67. https://doi.
0rg/10.1002/cncr.20910.

Scholtens S, Smidt N, Swertz MA, Bakker SJL, Dotinga A, Vonk JM, et al.
Cohort profile: LifeLines, a three-generation cohort study and biobank. Int J
Epidemiol. 2015;44(4):1172-80. https://doi.org/10.1093/ije/dyu229.
Vercoulen JH, et al. Dimensional assessment of chronic fatigue
syndrome. J Psychosom Res. 1994;38(5):383-92. https://doi.org/10.1016/
0022-3999(94)90099-X.

Worm-Smeitink M, Gielissen M, Bloot L, van Laarhoven HWM, van Engelen
BGM, van Riel P, et al. The assessment of fatigue: psychometric qualities and
norms for the checklist individual strength. J Psychosom Res. 2017,98:40-6.
https://doi.org/10.1016/jjpsychores.2017.05.007.

Hazelhoff J, RC, Jaspers MWM, van den Bos C, Agtereek N, Postma A,
Hakvoort-Cammel FGAJ, Bokkerink JPM, van Dulmen-den Broeder E,,
Versluys AB, Bresters D, van Dam EWCM, Veening MA, van der Pal HJH,
Braam Kl, van der Linden G, Blaauwbroek R, Schouten-van Meeteren AYN,
de Ridder JG, Caron HN, van Leeuwen FE, Kremer LCM, LATER: A nation-
wide registry of 5-yr survivors of childhood cancer in the Netherlands.
Abstract. 10th International Conference on Long-Term Complications of
Treatment of Children and Adolescents for Cancer, Niagara-on-the-Lake,
Ontario, Canada, 2008.

Kok JL, Teepen JC, van Leeuwen FE, Tissing WJE, Neggers SJCMM, van der
Pal HJ, et al. Risk of benign meningioma after childhood cancer in the
DCOG-LATER cohort: contributions of radiation dose, exposed cranial
volume, and age. Neuro-Oncology. 2019;21(3):392-403. https.//doi.org/10.1
093/neuonc/noy124.

Trosclair D, Bellar D, Judge LW, Smith J, Mazerat N, Brignac A. Hand-
grip strength as a predictor of muscular strength and endurance. J
Strength Condition Res. 2011,25:599. https://doi.org/10.1097/01.JSC.00003
95736.42557.bc.

Wind AE, Takken T, Helders PJM, Engelbert RHH. Is grip strength a predictor
for total muscle strength in healthy children, adolescents, and young
adults? Eur J Pediatr. 2010;169(3):281-7. https://doi.org/10.1007/500431-
009-1010-4.

Streefkerk N, Tissing WJE, van der Heiden-van der Loo M, (Lieke) Feijen
EAM, van Dulmen-den Broeder E, Loonen JJ, et al. The Dutch LATER
physical outcomes set for self-reported data in survivors of childhood
cancer. J Cancer Surviv. 2020;14(5):666-76. https://doi.org/10.1007/s11
764-020-00880-0.

Jeanet B, et al. The validity and reliability of the TAAQOL: a health-related
quality of life instrument comprising health status weighted by the impact
of problems on well being. Qual Life Res. 2001;10(3):257.

Kamphuis M, Zwinderman KH, Vogels T, Vliegen HW, Kamphuis RP,
Ottenkamp J, et al. A cardiac-specific health-related quality of life module
for young adults with congenital heart disease: development and
validation. Qual Life Res. 2004;13(4):735-45. https://doi.org/10.1023/B:QURE.
0000021690.84029.a3.

Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta
Psychiatr Scand. 1983,67(6):361-70. https://doi.org/10.1111/}.1600-0447.1983.
tb09716.x.

Bjelland I, Dahl AA, Haug TT, Neckelmann D. The validity of the hospital
anxiety and depression scale: an updated literature review. J Psychosom
Res. 2002,52(2):69-77. https;//doi.org/10.1016/50022-3999(01)00296-3.
Spinhoven P, et al. A validation study of the hospital anxiety and depression
scale (HADS) in different groups of Dutch subjects. Psychol Med. 1997,27(2):
363-70. https://doi.org/10.1017/50033291796004382.

Rosenberg M, editor. Society and the adolescent self-image (Rev. ed.).
Middeltown: Wesleyan University Press; 1989.

Sinclair SJ, Blais MA, Gansler DA, Sandberg E, Bistis K, LoCicero A.
Psychometric properties of the Rosenberg self-esteem scale: overall and


https://doi.org/10.1016/S0959-8049(01)00005-3
https://doi.org/10.1016/S0959-8049(01)00005-3
https://doi.org/10.1016/j.ejca.2006.05.013
https://doi.org/10.1016/j.ejca.2006.05.013
https://doi.org/10.1016/j.ejca.2008.11.042
https://doi.org/10.1016/j.ejca.2008.11.042
https://doi.org/10.1001/jama.297.24.2705
https://doi.org/10.1016/S0959-8049(01)00332-X
https://doi.org/10.1200/JCO.2013.53.4495
https://doi.org/10.1200/JCO.2013.53.4495
https://doi.org/10.6004/jnccn.2015.0122
https://doi.org/10.1002/pbc.23111
https://doi.org/10.1002/pbc.20923
https://doi.org/10.1002/14651858.CD012681.pub2
https://doi.org/10.1002/14651858.CD012681.pub2
https://doi.org/10.1007/s11764-020-00904-9
https://doi.org/10.1007/s11764-020-00904-9
https://doi.org/10.1177/1049909113494748
https://doi.org/10.1002/cncr.31790
https://doi.org/10.1016/j.ctrv.2014.01.004
https://doi.org/10.1016/j.ctrv.2014.01.004
https://doi.org/10.1002/cncr.20910
https://doi.org/10.1002/cncr.20910
https://doi.org/10.1093/ije/dyu229
https://doi.org/10.1016/0022-3999(94)90099-X
https://doi.org/10.1016/0022-3999(94)90099-X
https://doi.org/10.1016/j.jpsychores.2017.05.007
https://doi.org/10.1093/neuonc/noy124
https://doi.org/10.1093/neuonc/noy124
https://doi.org/10.1097/01.JSC.0000395736.42557.bc
https://doi.org/10.1097/01.JSC.0000395736.42557.bc
https://doi.org/10.1007/s00431-009-1010-4
https://doi.org/10.1007/s00431-009-1010-4
https://doi.org/10.1007/s11764-020-00880-0
https://doi.org/10.1007/s11764-020-00880-0
https://doi.org/10.1023/B:QURE.0000021690.84029.a3
https://doi.org/10.1023/B:QURE.0000021690.84029.a3
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
https://doi.org/10.1016/S0022-3999(01)00296-3
https://doi.org/10.1017/S0033291796004382

Penson et al. BMIC Medical Research Methodology

32,

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

46.

47.

48.

49.

50.

(2021) 21:106

across demographic groups living within the United States. Eval Health
Profession. 2010;33(1):56-80. https.//doi.org/10.1177/0163278709356187.
Buysse DJ, Reynolds CF Ill, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh
sleep quality index: a new instrument for psychiatric practice and research.
Psychiatry Res. 1989;28(2):193-213. https;//doi.org/10.1016/0165-1781
(89)90047-4.

Carpenter JS, Andrykowski MA. Psychometric evaluation of the Pittsburgh
sleep quality index. J Psychosom Res. 1998:45(1):5-13. https://doi.org/10.101
6/50022-3999(97)00298-5.

Beck SL, Schwartz AL, Towsley G, Dudley W, Barsevick A. Psychometric evaluation
of the Pittsburgh sleep quality index in cancer patients. J Pain Symptom Manag.
2004;27(2):140-8. https//doi.org/10.1016/jjpainsymman.2003.12.002.
Wendel-Vos GC, Schuit AJ, Saris WH, Kromhout D. Reproducibility and
relative validity of the short questionnaire to assess health-enhancing
physical activity. J Clin Epidemiol. 2003;56(12):1163-9. https.//doi.org/10.101
6/50895-4356(03)00220-8.

de Hollander EL, Zwart L, de Vries SI, Wendel-Vos W. The SQUASH was a
more valid tool than the OBIN for categorizing adults according to the
Dutch physical activity and the combined guideline. J Clin Epidemiol. 2012;
65(1):73-81. https//doi.org/10.1016/j.jclinepi.2011.05.005.

Evers AW, et al. Beyond unfavorable thinking: the illness cognition
questionnaire for chronic diseases. J Consult Clin Psychol. 2001;69(6):1026—
36. https://doi.org/10.1037/0022-006X.69.6.1026.

Sint Nicolaas SM, Schepers SA, van den Bergh EMM, Evers AWM,
Hoogerbrugge PM, Grootenhuis MA, et al. llliness cognitions and family
adjustment: psychometric properties of the illness cognition questionnaire
for parents of a child with cancer. Support Care Cancer. 2016;24(2):529-37.
https://doi.org/10.1007/500520-015-2795-5.

Fukuda K; et al. The chronic fatigue syndrome: a comprehensive approach
to its definition and study. International chronic fatigue syndrome study
group. Ann Intern Med. 1994;121(12):953-9. https://doi.org/10.7326/0003-4
819-121-12-199412150-00009.

Puhr A, Ruud E, Anderson V, Due-Tgnnesen BJ, Skarba AB, Finset A, et al.
Self-reported executive dysfunction, fatigue, and psychological and
emotional symptoms in physically well-functioning long-term survivors of
pediatric brain tumor. Dev Neuropsychol. 2019;44(1):88-103. https://doi.
0rg/10.1080/87565641.2018.1540007.

Hamre H, et al. High prevalence of chronic fatigue in adult long-term
survivors of acute lymphoblastic leukemia and lymphoma during childhood
and adolescence. J Adolescent and Young Adult Oncol. 2012;2(1):2-9.
Ullman J. Structural equation modeling: reviewing the basics and moving
forward. J Pers Assess. 2006,87(1):35-50. https.//doi.org/10.1207/515327752
pas701_03.

Rahmadi R, Groot P, Heins M, Knoop H, Heskes T. Causality on cross-
sectional data: stable specification search in constrained structural equation
modeling. Appl Soft Comput. 2017;52:687-98. https://doi.org/10.1016/j.a
50¢.2016.10.003.

la Bastide-van Gemert S, Stolk RP, van den Heuvel ER, Fidler V. Causal
inference algorithms can be useful in life course epidemiology. J Clin
Epidemiol. 2014;,67(2):190-8. https://doi.org/10.1016/jjclinepi.2013.07.019.

R Core Team, R: A language and environment for statistical computing.
2018, Vienna, Austria.

Teepen JC, van Leeuwen FE, Tissing WJ, van Dulmen-den Broeder E, van
den Heuvel-Eibrink MM, van der Pal HJ, et al. Long-term risk of subsequent
malignant neoplasms after treatment of childhood Cancer in the DCOG
LATER study cohort: role of chemotherapy. J Clin Oncol. 2017;35(20):2288-
98. https://doi.org/10.1200/JC0O.2016.71.6902.

Alberts M, et al. Verkorte vermoeidheidsvragenlijst: een praktisch
hulpmiddel bij het scoren van vermoeidheid. Ned Tijdschr Geneeskd. 1997;
141(31):1526-30.

Penson A, van Deuren S, Worm-Smeitink M, Bronkhorst E, van den Hoogen
FHJ, van Engelen BGM, et al. Short fatigue questionnaire: screening for
severe fatigue. J Psychosom Res. 2020;137:110229. https://doi.org/10.1016/j.
jpsychores.2020.110229.

Williams TC, Bach CC, Matthiesen NB, Henriksen TB, Gagliardi L. Directed
acyclic graphs: a tool for causal studies in paediatrics. Pediatr Res. 2018;
84(4):487-93. https://doi.org/10.1038/541390-018-0071-3.

Reyes-Gibby CC, Wu X, Spitz M, Kurzrock R, Fisch M, Bruera E, et al.
Molecular epidemiology, cancer-related symptoms, and cytokines
pathway. Lancet Oncol. 2008;9(8):777-85. https://doi.org/10.1016/51470-2
045(08)70197-9.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Page 11 of 12

Bower JE, Ganz PA, Irwin MR, Arevalo JMG, Cole SW. Fatigue and gene
expression in human leukocytes: increased NF-kB and decreased
glucocorticoid signaling in breast cancer survivors with persistent
fatigue. Brain Behav Immun. 2011,25(1):147-50. https://doi.org/10.1016/j.
bbi.2010.09.010.

Clemens E, van der Kooi ALF, Broer L, van Dulmen-den Broeder E, Visscher
H, Kremer L, et al. The influence of genetic variation on late toxicities in
childhood cancer survivors: a review. Crit Rev Oncol Hematol. 2018;126:154—
67. https://doi.org/10.1016/j.critrevonc.2018.04.001.

Barrera M, Teall T, Barr R, Silva M, Greenberg M. Health related quality of life
in adolescent and young adult survivors of lower extremity bone tumors.
Pediatr Blood Cancer. 2012;58(2):265-73. https://doi.org/10.1002/pbc.23017.
Mulrooney DA, Ness KK, Neglia JP, Whitton JA, Green DM, Zeltzer LK, et al.
Fatigue and sleep disturbance in adult survivors of childhood cancer: a
report from the childhood cancer survivor study (CCSS). Sleep. 2008;31(2):
271-81. https://doi.org/10.1093/sleep/31.2.271.

Langeveld NE, Grootenhuis MA, Vo(te PA, de Haan RJ, van den Bos C. No
excess fatigue in young adult survivors of childhood cancer. Eur J Cancer.
2003;39(2):204-14. https://doi.org/10.1016/50959-8049(02)00629-9.

Meeske KA, Siegel SE, Globe DR, Mack WJ, Bernstein L. Prevalence and
correlates of fatigue in long-term survivors of childhood leukemia. J Clin
Oncol. 2005;23(24):5501-10. https://doi.org/10.1200/JC0O.2005.03.210.
Holmaqvist AS, Wiebe T, Hjorth L, Lindgren A, @ra |, Moéll C. Young age at
diagnosis is a risk factor for negative late socio-economic effects after acute
lymphoblastic leukemia in childhood. Pediatr Blood Cancer. 2010;55(4):698-
707. https://doi.org/10.1002/pbc.22670.

Woodward E, Jessop M, Glaser A, Stark D. Late effects in survivors of
teenage and young adult cancer: does age matter? Ann Oncol. 2011;22(12):
2561-8. https://doi.org/10.1093/annonc/mdr044.

Langeveld N, et al. No excess fatigue in young adult survivors of childhood
cancer. Eur J Cancer. 2003;39(2):204-14. https://doi.org/10.1016/S0959-804
9(02)00629-9.

Abrahams HJ, et al. Risk factors, prevalence, and course of severe fatigue
after breast cancer treatment: a meta-analysis involving 12 327 breast
cancer survivors. Ann Oncol. 2016;27(6):965-74. https://doi.org/10.1093/a
nnonc/mdw099.

Livinalli A, Silva MT, Lopes LC. Late adverse effects related to treatment
in a cohort of survivors of childhood and adolescent cancer. Medicine
(Baltimore). 2019;98(12):214921. https://doi.org/10.1097/MD.
0000000000014921.

Mulrooney DA, Yeazel MW, Kawashima T, Mertens AC, Mitby P, Stovall
M, et al. Cardiac outcomes in a cohort of adult survivors of childhood
and adolescent cancer: retrospective analysis of the childhood Cancer
survivor study cohort. Bmj. 2009;339(dec08 1):b4606. https://doi.org/1
0.1136/bmj.b4606.

Gielissen MF, et al. Effects of cognitive behavior therapy in severely fatigued
disease-free cancer patients compared with patients waiting for cognitive
behavior therapy: a randomized controlled trial. J Clin Oncol. 2006;24(30):
4882-7. https://doi.org/10.1200/JC0O.2006.06.8270.

Boonstra A, Gielissen M, van Dulmen-den Broeder E, Blijlevens N, Knoop H,
Loonen J. Cognitive behavior therapy for persistent severe fatigue in
childhood Cancer survivors: a pilot study. J Pediatr Hematol Oncol. 2019;
41(4):313-8. https://doi.org/10.1097/MPH.0000000000001345.

van Deuren S, et al. Fatigue-related cognitive-behavioral factors in survivors
of childhood Cancer: comparison with chronic fatigue syndrome and
survivors of adult-onset Cancer. J Adolesc Young Adult Oncol. 2020.

Ho KY, Li WHC, Lam KWK, Wei X, Chiu SY, Chan CFG, et al. Relationships
among fatigue, physical activity, depressive symptoms, and quality of life in
Chinese children and adolescents surviving cancer. Eur J Oncol Nurs. 2019;
38:21-7. https://doi.org/10.1016/j.ejon.2018.11.007.

Karimi M, et al. Fatigue, physical and functional mobility, and obesity in
pediatric Cancer survivors. Can Nurs. 2020;43(4):£239-45.

Nap-van der Vlist MM, et al. Fatigue among children with a chronic disease:
a cross-sectional study. BMJ Paediatrics Open. 2021;5(1):000958.

Van Dijk-Lokkart EM, et al. Longitudinal development of cancer-related
fatigue and physical activity in childhood cancer patients. Pediatr Blood
Cancer. 2019,66(12):€27949. https://doi.org/10.1002/pbc.27949.

Kilgour RD, Vigano A, Trutschnigg B, Hornby L, Lucar E, Bacon SL, et al.
Cancer-related fatigue: the impact of skeletal muscle mass and strength in
patients with advanced cancer. J Cachexia Sarcopenia Muscle. 2010;1(2):
177-85. https://doi.org/10.1007/513539-010-0016-0.


https://doi.org/10.1177/0163278709356187
https://doi.org/10.1016/0165-1781(89)90047-4
https://doi.org/10.1016/0165-1781(89)90047-4
https://doi.org/10.1016/S0022-3999(97)00298-5
https://doi.org/10.1016/S0022-3999(97)00298-5
https://doi.org/10.1016/j.jpainsymman.2003.12.002
https://doi.org/10.1016/S0895-4356(03)00220-8
https://doi.org/10.1016/S0895-4356(03)00220-8
https://doi.org/10.1016/j.jclinepi.2011.05.005
https://doi.org/10.1037/0022-006X.69.6.1026
https://doi.org/10.1007/s00520-015-2795-5
https://doi.org/10.7326/0003-4819-121-12-199412150-00009
https://doi.org/10.7326/0003-4819-121-12-199412150-00009
https://doi.org/10.1080/87565641.2018.1540007
https://doi.org/10.1080/87565641.2018.1540007
https://doi.org/10.1207/s15327752jpa8701_03
https://doi.org/10.1207/s15327752jpa8701_03
https://doi.org/10.1016/j.asoc.2016.10.003
https://doi.org/10.1016/j.asoc.2016.10.003
https://doi.org/10.1016/j.jclinepi.2013.07.019
https://doi.org/10.1200/JCO.2016.71.6902
https://doi.org/10.1016/j.jpsychores.2020.110229
https://doi.org/10.1016/j.jpsychores.2020.110229
https://doi.org/10.1038/s41390-018-0071-3
https://doi.org/10.1016/S1470-2045(08)70197-9
https://doi.org/10.1016/S1470-2045(08)70197-9
https://doi.org/10.1016/j.bbi.2010.09.010
https://doi.org/10.1016/j.bbi.2010.09.010
https://doi.org/10.1016/j.critrevonc.2018.04.001
https://doi.org/10.1002/pbc.23017
https://doi.org/10.1093/sleep/31.2.271
https://doi.org/10.1016/S0959-8049(02)00629-9
https://doi.org/10.1200/JCO.2005.03.210
https://doi.org/10.1002/pbc.22670
https://doi.org/10.1093/annonc/mdr044
https://doi.org/10.1016/S0959-8049(02)00629-9
https://doi.org/10.1016/S0959-8049(02)00629-9
https://doi.org/10.1093/annonc/mdw099
https://doi.org/10.1093/annonc/mdw099
https://doi.org/10.1097/MD.0000000000014921
https://doi.org/10.1097/MD.0000000000014921
https://doi.org/10.1136/bmj.b4606
https://doi.org/10.1136/bmj.b4606
https://doi.org/10.1200/JCO.2006.06.8270
https://doi.org/10.1097/MPH.0000000000001345
https://doi.org/10.1016/j.ejon.2018.11.007
https://doi.org/10.1002/pbc.27949
https://doi.org/10.1007/s13539-010-0016-0

Penson et al. BMIC Medical Research Methodology (2021) 21:106 Page 12 of 12

71. Schubert C, Hong S, Natarajan L, Mills PJ, Dimsdale JE. The association
between fatigue and inflammatory marker levels in cancer patients: a
quantitative review. Brain Behav Immun. 2007;21(4):413-27. https://doi.org/1
0.1016/j.bbi.2006.11.004.

72. Liu L, Mills PJ, Rissling M, Fiorentino L, Natarajan L, Dimsdale JE, et al.
Fatigue and sleep quality are associated with changes in inflammatory
markers in breast cancer patients undergoing chemotherapy. Brain Behav
Immun. 2012,26(5):706-13. https://doi.org/10.1016/j.bbi.2012.02.001.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions k BMC



https://doi.org/10.1016/j.bbi.2006.11.004
https://doi.org/10.1016/j.bbi.2006.11.004
https://doi.org/10.1016/j.bbi.2012.02.001

	Abstract
	Background
	Results
	Conclusion

	Background
	Methods
	Study design
	Objectives
	Current status of the study
	The study population
	Controls

	Data collection
	Fatigue
	Triggering factors
	Moderating factors
	Predisposing factors
	Maintaining factors

	Definition of fatigue
	Statistical analyses

	Results
	Study population
	Expected results

	Discussion
	Fatigue model
	Predisposing factors
	Moderating factors
	Triggering factors
	Maintaining factors

	Conclusion
	Abbreviations
	Supplementary Information
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Declarations
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

