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Objectives: To summarize and synthesize data on school and cognitive func-
tion domains of HRQOL for children and young people (CYP) with CHD.
Methods: Five electronic databases MEDLINE, Scopus, PsycINFO, EMBASE,
ERI, and citations were systematically searched. We included original-research
articles reporting the cognitive and school function domains of HRQOL for
children and young people with CHD (child and parent reports included). Both
fixed and random-effects meta-analyses were performed to estimate pooled
mean test scores for cognitive and school function. A total of 34 studies met
our inclusion criteria and were synthesized narratively, 17 studies were
included in formal meta-analyses.

Results: Self-reported cognitive function was lower for children and young
people with CHD than healthy controls (SMD —0.28 (—0.42, —0.15)). Parental
reports demonstrated similar results to self-reports (SMD —0.54 (—0.91,
—0.18)). School function was lower in children and young people with CHD
compared with healthy controls in self-reported (SMD —0.30 (—0.48, —0.13))
and parent reported HRQOL (SMD —0.49 (0.64, —0.36)). Self-reported school
function domain scores were lower for young (<8 years) (SMD —0.65 (—1.32,
0.03)) and older children (8-18 years) (SMD —0.25 (—0.47, —0.03)) with CHD
than their peers. Similarly, parents reported lower school function domain
scores for young (<8 years) (SMD —0.68 (—1.29, —0.07)) and older (8-18 years)
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1 | INTRODUCTION

Congenital anomalies (CA) are structural or functional
anomalies that occur during intrauterine life. Congenital
heart disease (CHD) is one of the most common groups
of congenital anomalies (Jenkins et al., 2007) and the
total prevalence varies by region and over time
(Mamasoula et al., 2022). Over the past three decades,
survival rates of children born with congenital anomalies
including CHD have increased due to advances in neona-
tal care and surgical interventions (Erikssen et al., 2015;
Glinianaia et al., 2020), therefore an increasing number
of these children are reaching school age. Evidence also
suggests that children with CHD are at greater risk of
cognitive impairments and special education needs
(SEN) and are more likely to achieve poor academic
results compared to their typically developing peers
(Oster et al., 2017). These are thought to be caused by a
poor oxygen supply during infancy, which affects brain
development (McQuillen et al., 2010). However, other
factors such as prolonged hospital length of stay and peri-
operative seizures related to CHD surgery have been
shown to be associated with poor cognitive outcomes
(Marino et al., 2012). Also, many milder forms of CHD
(e.g., ventricular septal defect and atrial septal defect) do
not need surgery and do not produce symptoms in the
brain in early infancy but may be identified later in child-
hood. Based on previous research, testing methods take
time, are not cost-effective for the entire CHD population
and the prevalence of cognitive impairments has been
thought to be low in other severity groups (Oster
et al., 2017). However, as more evidence on health related
quality of life (HRQOL) of children with CHD is being
generated internationally, it is important to review cogni-
tive and school functioning among children with CHD,
especially those with mild/moderate forms, to investigate
if strategies to support children with CHD in their aca-
demic life are required.

(SMD —0.46 (—068, —0.25)) children with CHD than typically developing

Conclusion: Children born with CHD may experience lower cognitive and
school function HRQOL scores than healthy controls (self and proxy-report).
This is consistent with a subgroup meta-analysis of young (<8 years) and older
(8 years old or more) children with CHD reporting lower school function

scores compared to controls.

CHD, cognitive function, HRQOL, meta-analysis, school function

Cognitive and school functioning are important
aspects of young people's HRQOL, which is defined as
“an individual's or a group's perceived physical and men-
tal health over time” (CDC, 2023). ‘Cognitive function’ is
a broad term that refers to mental processes involved in
the acquisition of knowledge, manipulation of informa-
tion and reasoning. It includes the domains of percep-
tion, memory, learning, attention, decision making,
language abilities and is positively correlated with school
performance (Dick & Pillai, 2010). ‘School function’ is
considered to be “a wide range of factors including school
attendance, academic achievement, and social relation-
ships” (Dick & Pillai, 2010).

In this review, we focused on the cognitive and school
functioning of HRQOL of children and young people
with CHD. Various validated HRQOL instruments have
been used in the literature to measure HRQOL in chil-
dren with chronic health conditions such as CHD, with
the Pediatric Quality of Life Inventory (PedsQL) being
used most frequently (Varni et al., 1999). Full details of
the instruments are described in Section 2. In comparison
with other instruments, the PedsQL is brief, resulting in
minimal missing data and separate versions are available
to allow both parent's and child's perspectives across
childhood, from 2 to 18 years of age, although very young
children cannot self-report. A further advantage of the
PedsQL is that a large normative database of results from
ethnically diverse healthy children and children with
chronic diseases has been developed using the tool,
which allows the evaluation of differences between spe-
cific pediatric populations (Oberhuber et al., 2020). A sec-
ond measure, the KIDSCREEN, is also a reliable and
valid HRQOL measure (The Kidscreen Group, 2010). The
KIDSCREEN-27 proxy questionnaire which is appropri-
ate for those aged between 8 and 18 years (using a
5-point Likert-scale) measures five HRQOL dimensions,
while the KIDSCREEN-52 self-questionnaire for those
aged between 8 and 18 years measures 10 dimensions.
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There is a positive correlation between the PedsQL 4.0
and the KIDSCREEN-27 scales for the majority of the
subscale scores, except in the case of the social factor sub-
scale. The correlation between the PedsQL 4.0 and
KIDSCREEN-52 dimensions were high for the assess-
ments of similar constructs but low between the “school
environment” (KIDSCREEN-52 HRQOL dimension) and
the “school functioning” (PedsQL 4.0 HRQOL scale) as
well as between the “social support” (KIDSCREEN-52
HRQOL dimension) and “peers and the social function-
ing” (PedsQL 4.0 HRQOL scale) domains.

There is a positive linear relationship between the
PedsQL 4.0 and the KIDSCREEN-27 scales for school fac-
tor subscale, in which the rank correlation coefficient
(r=0.34) was statistically different from zero (Amaya-
Arias et al., 2017). The KINDL is a further standardized
questionnaire for evaluating children's HRQOL (Ravens-
Sieberer & Bullinger, 1998). However, all constructs mea-
sured by KINDL are either not present in PedsQL or are
dispersed in some of its subscales. When PedsQL 4.0 is
compared to KINDL, low to moderate correlations
between the two measures were found (Ferreira
et al., 2014).

Research on cognitive and school functioning for chil-
dren and young people with CHD presents inconsis-
tencies. Some meta-analyses (Feldmann et al.,, 2021;
Karsdorp et al., 2007) have used a variety of different
measures with high levels of heterogeneity between the
studies. Particularly, Karsdorp et al. (2007) found that
children and young people with severe CHD exhibited
lower cognitive function compared with less severe CHD
(self-report) and may be explained by the fact that severe
CHD is associated with risk factors such as acquired cog-
nitive impairments and congenital brain anomalies. This
meta-analysis (Karsdorp et al., 2007) based on 25 studies
used a variety of IQ measures such as the British Ability
Scale (Elliot, 1983), Wechsler Intelligence Test for Chil-
dren (Wechsler, 1991), and McCarthy Scales of Children's
Abilities (McCarthy, 1972). However, IQ measures are
objective and test the development of different areas of
cognition. For example, in the Wechsler Intelligence Test
for children there are five index scores: verbal compre-
hension; visual spatial; fluid reasoning; working memory;
and processing speed. Cognitive functioning measure
based on the PedsQL 3.0 Cardiac module includes sever-
ity of perceived difficulties in writing and solving maths
problems; difficulty in figuring out what to do when
something bothers; maintaining attention; remembering
things; and thinking quickly. Similarly, a recent meta-
analysis by Feldmann et al. (2021) using IQ measures
based on the following cognitive outcomes: total 1Q, ver-
bal IQ, and performance 1Q (Wechsler Intelligence Scale
performance) found consistent evidence for an
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impairment in cognitive function outcomes in school
aged children with complex CHD. However, caution is
needed in the interpretation of the results as the hetero-
geneity between the studies was large and might limit the
strength of the findings.

Also, some other meta-analyses (Ladak, Hasan, Gul-
lick, & Gallagher, 2019; Schreder et al., 2016) have used a
combination of different HRQOL questionnaires,
although the meta-analyses (Ladak, Hasan, Gullick, &
Gallagher, 2019) addressed this by grouping the same
type of questionnaire. Therefore, a further meta-analysis
using the same type of HRQOL questionnaires is needed.

This systematic review and meta-analysis of pub-
lished HRQOL studies aimed to investigate if the cogni-
tive and school functioning domains of HRQOL for
children and young people with CHD differs from
healthy children.

2 | METHODS

The systematic review was conducted in accordance with
the Preferred Reporting Items for Systematic reviews and
Meta-Analyses (PRISMA) guideline (Page et al., 2021). A
protocol for this systematic literature review was regis-
tered on the International Prospective Register of System-
atic Reviews (PROSPERO) database (reference:
CRD42016037846).

2.1 | Search strategy and study selection
We developed a systematic search strategy in consulta-
tion with an information specialist at the Population
Health Sciences Institute, Newcastle University. We con-
ducted comprehensive literature searches using elec-
tronic bibliographical databases. We developed search
terms and subject headings for MEDLINE (Figure 1) and
we translated across four other databases: Scopus, Psy-
cINFO, EMBASE, ERIC. Combinations of keywords and
search terms including: “congenital heart disease”, “qual-
ity of life”, “health-related quality of life” were used. The
search strategy is presented in Table S1.

When relevant studies were identified and subse-
quently included in the review, we manually searched
reference lists to identify additional references. We per-
formed citation searching on all included studies (via
Google scholar). We also checked for relevant systematic
reviews registered in PROSPERO.

We undertook keyword searches in June 2022 in the
following key journals: Cardiology in the Young, Birth
Defects Research, Pediatric and Perinatal Epidemiology,
Pediatrics, and PLOS Medicine. We also contacted an
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FIGURE 1

Flow diagram of results.

author of one of the included studies for additional clari-
fication and the information received in the response was
included in the review.

VM undertook all searches. After excluding duplicates,
VM screened all titles and abstracts based on the inclusion
criteria (see below). If the eligibility of an article was not
possible to clarify from the title or abstract, we retrieved
the full text for investigation. A second researcher (AMA)
independently screened a random 20% sample of records
using the Rayyan software for systematic reviews
(Ouzzani et al., 2016) to ensure consistency in study selec-
tion. Any identified disagreements about the eligibility of
the studies were discussed between the two investigators
and resolved by consensus. All searches (including citation
searching) were completed by August 2022.

— Record§ identified through database
searching (EMBASE=968,
5 MEDLINE=2552, SCOPUS=2567,
'r*_g PSYINFO=103, ERIC=219)
=
E (n =6410)
(9]
gl
-/
) Records after duplicates
removed n=5515
oo
C
'c
(]
g Records excluded: study
v Records screened inclusion criteria not
(n =5515) achieved
\ ) (n =5300)
)
Full-text articles assessed Full-text articles excluded
. for eligibility (n =181). Primary reason
E (n=215) for exclusion recorded as:
o
‘ap - Discussion/review/not
[ full peer-reviewed studies
(n=41)
Studies included in
narrative synthesis - Longitudinal analysis
o (n=34) (n=21)
- HRQOL of parents (n=8)
E - Focus only on QoL or
=) Health status (n=29)
S Studies included in formal
- meta_ana|y5is (n :17) - Qualitative studies (n=8)
- Participants >18 years
— (n=39)
-Other chronic health
conditions not CHD (n=26)
- Meta-analysis studies
(n=8)

2.2 | Eligibility criteria

Relevant studies were included after full text screening if:
(1) they were original research—quantitative (prospective,
cross-sectional, cohort, and case-control), peer-reviewed full
studies, reporting the cognitive and school function domains
of any HRQOL instrument relevant for children and young
people with CHD. If a study included other CAs, then data
for the relevant CHD population were extracted; (2) the
study reported quantitative measurements using any vali-
dated measures of HRQOL such as the PedsQL 4.0 Generic
Core Scales/PedsQL 3.0 Cardiac Module screening tool in
children and young people with CHD versus healthy con-
trols or mild/moderate versus severe CHDs (based on
EUROCAT classification (EUROCAT, 2022)) (Table 1);
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TABLE 1 General characteristics of HRQOL measures: validated age range, how to report, rating scale, number of items, number and

titles of the domains.

Measure

KIDSCREEN-
52

KIDSCREEN-
27

PedsQL 3.0
Cardiac

PedsQL 4.0

KINDL-R

TACQOL

Age
in
years

8-18

8-18

Rating
Report scale
Self 5-point
Likert
scale

Proxy 5-point
Likert
scale

Proxy 3-or

or 5-point
self Likert
scale
Proxy 3-or
or 5-point
self Likert
scale

Proxy 5-point
or Likert
self scale

Proxy 3-and
or 4-point
self

Number
Number of
ofitems domains  Titles of domains Specific items
52 10 Physical well-being, The school environment
psychological well- dimension (six items)
being, moods and reflects adolescent'’s
emotions, self- perceptions of their
perception, autonomy, learning and
parent relations and concentration and their
home life, social enjoyment of school
support and peers,
school environment,
social acceptance
(bullying), and financial
resources
27 Physical well-being, The school environment
psychological well- dimension (four items)
being, autonomy and reflects children's
parent relations, social perceptions of their
support and peers, attention, experience of
school environment school and relationship
with teachers
27 Heart problems, The cognitive functioning
treatment, perceived items (five items)
physical appearance, include: problems with
treatment anxiety, writing and solving
cognitive problems and maths problems,
communication difficulty to figure out
what to do when
something bothers,
difficulty maintaining
attention and
remembering things
23 Physical functioning, The school functioning
emotional functioning, score (five items)
social functioning and include: paying
school functioning attention in class,
forgetting things,
keeping up with
schoolwork, missing
school to go to the
hospital/doctor or not
feeling well
24 Physical health, general The school functioning
health, family domain include doing
functioning, self-esteem, the schoolwork was
social functioning, easy, I found school
school functioning interesting, I worried
about my future, I
worried about getting
bad marks or grades
56 Physical functioning, The cognitive functioning

autonomy, motor
functioning, cognitive

items include
difficulties paying

(Continues)
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TABLE 1 (Continued)

Age
in Rating Number
Measure years Report scale of items
Likert
scale

(3) they included children and adolescents (<18 years old);
(4) published between January 1946 and June 2022; (5) pub-
lished in the English language as resource for translation
was not available. We note studies in other languages in our
reporting, but these were not included in the initial search
strategy. No geographical, timescale or other restrictions
were used.

Studies were excluded if they were: (1) conference
abstracts, reviews, cases reports, letters to the editor,
qualitative studies; (2) intervention studies or meta-anal-
ysis; (3) restricted to adults >18 years old; (4) data on par-
ticipants with CHD could not be disaggregated. Articles
not meeting the eligibility criteria were excluded and
those meeting the inclusion criteria were selected for full-
text review (Figure 1).

2.3 | Data extraction and quality
appraisal

VM extracted data and assessed the quality of full-text
studies selected for review. AMA extracted data for a ran-
dom 20% sample. We developed and piloted a data
extraction form with two included studies. The
data extraction form included: information on citation,
study country of origin, year of publication, aim of the
study, study design characteristics, study sample [CHD
vs. non-CHD/severe CHD vs. no severe CHD (as defined
by authors)], sample size, HRQOL instrument, age group,
child and/or whether a parent provides a response on
behalf of the child (proxy response), key findings, and
study outcomes (mean, SD).

We used the Critical Appraisal Programme (CASP)
quality assessment tool (Table 2) to assess the method-
ological quality of the included studies as it is the most
commonly used tool for quality appraisal in health-

Titles of domains

functioning, social
functioning, positive
emotions and negative
emotions

Specific items

attention or
concentrating, difficulty
understanding
schoolwork and what

others said, difficulty
with arithmetic,
reading, writing and
learning, difficulty in
saying what he/she
meant

related evidence synthesis (Critical Appraisal Skills
Programme, 2022). Full details for the CASP criteria
are referred to in Table 2. Any discrepancies were dis-
cussed between the two researchers and agreement
reached.

Studies were further grouped according to partici-
pants’ age (young children (<8 years) and older children
(8-18 years)) and whether child and/or parent report.

2.4 | Data synthesis and statistical
analysis

We performed a narrative synthesis of the included
studies. Where more than two studies (Valentine
et al., 2010) reported data in the same way, a meta-
analysis was performed to estimate the pooled effect
estimate with a 95% confidence interval. We explored
between-study heterogeneity graphically using forest
plots and statistically assessed using the I” statistic, a
quantity that describes the proportion of variation in
point estimates that is due to variability across stud-
ies rather than sampling error. We considered statisti-
cal heterogeneity to be substantial when I* was
approximately 50% (Higgins et al., 2003). If between-
study heterogeneity was low as measured by I* (25%),
we adopted a fixed-effect meta-analysis, otherwise the
DerSimonian-Laird's random effects model was
adopted. A negative standardized mean difference
(SMD) and a lower mean score indicated lower
HRQOL on the specific domain. We assessed the pos-
sibility of publication bias visually using funnel plots
and formally tested for this using Egger's and Begg's
tests (Egger et al., 1997; Begg & Mazumdar, 1994).
We performed the analysis in Stata V.16 (StataCorp),
and p < .05 was considered statistically significant.

85UBD 17 SUOLLLIOD BAIER.D 3eat|dde au3 Aq peusenob afe Sape YO 88N JO S9N 104 Afeiq 1 BUIIUO A3]IA UO (SUOIPUOD-PUR-SLLBYWI0D" A8 1M ARIq e |UO//SARY) SUORIPUOD PUe swis | 8U) &8s *[£202/2T/TT] uo Ariqiauliuo AB|IMm ‘AisieAlun 8 iseomeN Aq 5222 24pd/z00T OT/10p/wod A8 |mARiq Ut juo//Sdny woiy papeojumoq ‘0 ‘L2LT2L1e



\_y Society for
@ gt W LEY-L ~

~  Prevention

MAMASOULA ET AL.

TABLE 2 CASP critical appraisal of studies included in this review (n = 34).

CASP criterion®
Total
First author (year of study) 1 2 3 4 52 5b 6a 6b 7 8 9 10 11 12 score®
Krol et al. (2010) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Grootenhuis et al. (2007) 2 2 2 2 2 1 2 2 2 2 2 2 2 2 27
Cohen et al. (2007) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Uzark et al. (2008) 2 2 2 1 2 2 2 2 2 2 2 2 2 2 27
Varni et al. (2007) 2 2 2 2 2 2 1 2 2 2 2 2 2 2 27
Brosig et al. (2007) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Landolt et al. (2008) 2 2 2 2 1 2 2 2 1 2 1 2 2 2 25
Berkes et al. (2010) 2 2 2 2 2 1 2 2 2 2 2 2 2 2 27
Tahirovi¢ et al. (2010) 2 2 1 2 1 2 2 2 2 2 1 2 1 2 24
Kwon et al. (2011) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Idorn et al. (2013) 2 2 2 1 2 2 2 2 2 2 2 2 2 2 27
Gracia Guerra et al. (2013) 2 2 2 2 2 2 2 2 2 1 2 2 2 2 27
Garcia Guerra et al. (2014) 2 2 2 2 2 2 2 2 2 2 2 2 1 2 27
Eagleson et al. (2013) 2 2 1 2 2 2 2 2 2 2 2 1 2 2 26
Mueller et al. (2013) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Bertoletti et al. (2015) 2 2 2 2 2 2 2 2 2 2 1 1 1 1 24
Mellion et al. (2014) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Knowles et al. (2014) 2 2 2 2 2 1 2 2 2 2 2 2 2 2 27
Spijkerboer et al. (2006) 2 2 2 2 1 1 2 2 2 2 2 2 2 2 26
Amedro et al. (2015) 2 2 2 2 2 1 2 2 2 2 2 2 2 1 26
Ong et al. (2017) 2 2 2 2 2 1 2 2 2 2 2 2 2 2 27
Reiner et al. (2019) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Raj et al. (2018) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Ladak, Hasan, Gullick, and Gallagher (2019) and 2 2 2 2 2 2 2 1 2 2 2 2 2 2 27
Ladak, Hasan, Gullick, Awais, et al. (2019)

Ruggiero et al. (2018) 2 2 2 2 2 1 2 2 2 2 2 2 2 2 27
Sertcelik et al. (2018) 2 2 1 2 2 2 2 2 2 2 2 2 1 2 26
Xiang et al. (2019) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Denniss et al. (2019) 2 2 2 2 2 1 2 2 2 1 2 2 2 2 26
Raj et al. (2019) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Holst et al. (2019) 2 2 2 2 2 2 2 2 2 2 2 1 2 2 27
Lee et al. (2020) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Saavedra et al. (2020) 2 2 2 2 2 2 2 2 2 2 2 2 2 2 28
Abassi et al. (2020) 2 2 2 2 2 2 1 1 2 2 2 2 2 2 26
Oberhuber et al. (2020) 2 2 2 2 2 1 2 2 2 2 2 2 1 1 25

4CASP criterion: 1. Did the study address a clearly focused issue? 2. Was the cohort recruited in an acceptable way? 3. Was the exposure accurately measured to
minimise bias? 4. Was the outcome accurately measured to minimise bias? 5a. Have the authors identified all important confounding factors? 5b. Have they
taken account of the confounding factors in the design and/or analysis? 6a. Was the follow up of subjects complete enough? 6b. Was the follow up of subjects
long enough? 7. What are the results of this study? 8. How precise are the results? 9. Do you believe the results? 10. Can the results be applied to the local
population? 11. Do the results of this study fit with other available evidence? 12. What are the implications of this study for practice?

CASP critical score: (a) criterion is completely met = 2; (b) criterion is partially met = 1; (c) criterion not applicable, not met, or not mentioned = 0; total
score 28 = high quality; 16-27 = moderate quality; <15 = low quality.
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2.5 | HRQOL instruments measuring
school and cognitive functioning
dimensions

From the included studies, we identified the following
validated HRQOL instruments that measure HRQOL in
children with CHD:

1. The PedsQL 4.0 generic module which evaluates four
dimensions: physical functioning (8 items); emotional
functioning (5 items); social functioning (5 items),
and school functioning (5 items) for a total of 23 items
using a 5-point Likert scale. Higher scores indicate
better HRQOL. The PedsQL scales are composed of
parallel child report and parent report formats while
the content is similar across formats. Child report
includes ages 5-7 years (young children), 8-12 years
(children), and 13-18 years (teenagers). The parent
reports include ages 2-4 (toddlers), 5-7 (young chil-
dren), 8-12 (children), and 13-18 years (teenagers) as
well (Varni et al., 1999). The school functioning score
(paying attention in class, forgetting things, keeping
up with schoolwork, missing school to go to the hospi-
tal/doctor or not feeling well) could not be calculated
for the children who did not attend school.

2. The KIDSCREEN-27 proxy questionnaire (using a
5-point Likert-scale) measures five HRQOL dimen-
sions: physical well-being (5 items); psychological
well-being (7 items); autonomy and parent relations
(7 items); social support and peers (4 items); and
school environment (4 items) (The Kidscreen
Group, 2010). The school environment dimension
reflects children's perceptions of their attention, expe-
rience of school and relationship with teachers.

3. The KIDSCREEN-52 questionnaire designed for chil-
dren and adolescents aged between 8 and 18 years,
measures 10 dimensions: physical well-being; psycho-
logical well-being; moods and emotions; self-percep-
tion; autonomy; parent relations and home life; social
support and peers; school environment; social accep-
tance (bullying); and financial resources. The school
environment dimension (6 items) reflects adolescents’
perceptions of their learning and concentration and
their enjoyment of school (The Kidscreen
Group, 2010). HRQOL score is calculated from each
dimension and ranges from 0 to 100. Higher scores
indicate better HRQOL.

4. The KINDL-R standardized questionnaire evaluating
children's HRQOL (Knowles et al., 2014). The “Kiddy”
version was used for parents with children between
the ages of 4 and 7 years, the “Kid” version for parents
and children 8-12 years of age and the “kiddo” ques-
tionnaire for adolescents 12-16 years old. The

KINDL-R questionnaire contains a subjective scoring
system using 24 items among six domains: physical
health; general health; family functioning; self-
esteem; social functioning; and school functioning
(which includes the following items: doing the school-
work was easy, I found school interesting, I worried
about my future, I worried about getting bad marks or
grades). Raw scores are converted to a scale of 0-100,
with higher scores denoting higher HRQOL.

. The PedsQL 3.0 Cardiac Module was developed to

identify HRQOL specific to cardiac problems. It has
27 items scored using a 5-point Likert scale (Varni
et al., 1999). Higher scores indicate better HRQOL.
The PedsQL 3.0 focuses on the domains of heart prob-
lems (7 items); treatment (5 items); perceived physical
appearance (3 items); treatment anxiety (4 items); cog-
nitive problems (5 items); and communication
(3 items). The cognitive functioning items include
problems with writing and solving maths problems,
difficulty to figure out what to do when something
bothers, difficulty maintaining attention, and remem-
bering things.

. The TNO-AZL Child Quality of Life Questionnaire

(TACQOL) is a generic instrument, designed to assess
general aspects of HRQOL of children aged 6-15 years
(Vernps et al., 1998). Higher scores represent a better
HRQOL. The instrument contains seven domains of
eight items each: physical functioning; autonomy;
motor functioning; cognitive functioning; social func-
tioning; positive and negative emotions. The cognitive
functioning items include difficulties paying attention
or concentrating, difficulty understanding schoolwork
and what others said, difficulty with arithmetic, read-
ing, writing and learning, difficulty in saying what
he/she meant. A summary of the general characteris-
tics of HRQOL measures is presented in Table 1. As
school and cognitive function HRQOL are operationa-
lized differently by each instrument, the tools are
measuring different facets of the two constructs.
Therefore, the challenges encountered while conduct-
ing a HRQOL meta-analysis include the diversity of
HRQOL instruments. As previous meta-analysis
(Ladak, Hasan, Gullick, & Gallagher, 2019; Schroder
et al., 2016) included several different HRQOL ques-
tionnaires, our systematic literature review and meta-
analysis plan to address this by using the same
HRQOL questionnaire within each subgroup meta-
analysis.

In this analysis, we report the school and cognitive

function domains of the HRQOL using the PedsQL ques-
tionnaire and for this analysis we have selected studies
based on whether they include child or parent report.
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Studies were also synthesized according to different age
groups.

3 | RESULTS

The searches resulted in 5515 articles which were
screened. Of these, 215 studies were selected (see
Figure 1 for details) and reviewed for inclusion criteria.
Following detailed review, 181 of these were excluded.
The reasons for exclusion are given in Figure 1. A total of
34 studies published between 2003 and 2022 were
included in the review.

3.1 | Characteristics of studies included

An overview of the included studies is presented in
Table 3. Studies were carried out in Europe (N = 14)
(Abassi et al., 2020; Amedro et al., 2015; Berkes
et al., 2010; Grootenhuis et al., 2007; Holst et al., 2019;
Idorn et al., 2013; Knowles et al., 2014; Krol et al., 2010;
Landolt et al., 2008; Mueller et al., 2013; Oberhuber
et al., 2020; Reiner et al., 2019; Spijkerboer et al., 2006;
Tahirovi¢ et al.,, 2010), North and South America
(N = 11) (Bertoletti et al., 2015; Brosig et al., 2007; Garcia
Guerra et al., 2013, 2014; Kwon et al., 2011; Lee
et al., 2020; Mellion et al., 2014; Ruggiero et al., 2018;
Saavedra et al., 2020; Uzark et al., 2008; Varni
et al.,, 2007), Asia (N =6) (Cohen et al., 2007; Ong
et al.,, 2017; Raj et al., 2018, 2019; Sertcelik et al., 2018;
Xiang et al, 2019), and Australia (N = 3) (Denniss
et al., 2019; Eagleson et al., 2013; Ladak, Hasan, Gullick,
Awais, et al.,, 2019). Eighteen studies adopted a cross-
sectional design (Abassi et al., 2020; Amedro et al., 2015;
Bertoletti et al., 2015; Denniss et al., 2019; Eagleson
et al., 2013; Holst et al., 2019; Idorn et al., 2013; Ladak,
Hasan, Gullick, Awais, et al., 2019; Landolt et al., 2008;
Lee et al., 2020; Mellion et al., 2014; Ong et al., 2017; Raj
et al., 2018, 2019; Reiner et al., 2019; Saavedra
et al., 2020; Tahirovic et al., 2010; Xiang et al., 2019) eight
(Brosig et al., 2007; Garcia Guerra et al., 2013, 2014;
Knowles et al.,, 2014; Kwon et al., 2011; Mueller
et al., 2013; Oberhuber et al., 2020; Ruggiero et al., 2018)
used a cohort design and the design was not clearly speci-
fied for the remaining eight studies (Berkes et al., 2010;
Cohen et al., 2007; Grootenhuis et al., 2007; Krol
et al., 2010; Sertcelik et al., 2018; Spijkerboer et al., 2006;
Uzark et al., 2008; Varni et al., 2007). Five studies elicited
children’s ratings of their HRQOL (Bertoletti et al., 2015;
Cohen et al., 2007; Grootenhuis et al.,, 2007; Mueller
et al., 2013; Reiner et al.,, 2019), 11 studies obtained

parents’ report (Brosig et al., 2007; Denniss et al., 2019;
Garcia Guerra et al., 2013, 2014; Ladak, Hasan, Gullick,
Awais, et al., 2019; Lee et al., 2020; Raj et al., 2018;
Ruggiero et al., 2018; Saavedra et al., 2020; Sertcelik
et al., 2018; Xiang et al., 2019) and 18 studies reported
both child and parent report (Abassi et al., 2020; Amedro
et al., 2015; Berkes et al.,, 2010; Eagleson et al., 2013;
Holst et al., 2019; Idorn et al., 2013; Knowles et al., 2014,
Krol et al., 2010; Kwon et al., 2011; Landolt et al., 2008;
Mellion et al., 2014; Oberhuber et al, 2020; Ong
et al.,, 2017; Raj et al., 2019; Spijkerboer et al., 2006;
Tahirovi¢ et al., 2010; Uzark et al, 2008; Varni
et al., 2007). Seven studies (Brosig et al., 2007; Eagleson
et al., 2013; Garcia Guerra et al., 2013; Holst et al., 2019;
Kwon et al., 2011; Mueller et al.,, 2013; Oberhuber
et al., 2020) reported specific CHD subtypes of multiple
severities including single ventricle (Garcia Guerra
et al., 2013), ToF (Eagleson et al., 2013; Holst et al., 2019;
Kwon et al., 2011; Mueller et al., 2013), HLHS (Brosig
et al, 2007; Oberhuber et al., 2020), TGA
(Brosig et al., 2007; Holst et al., 2019), ventricular septal
defect (VSD) (Holst et al., 2019), and hypoplastic left ven-
tricle (HLV) (Eagleson et al., 2013). Seven studies
reported results for the cognitive function domain of
HRQOL (Grootenhuis et al.,, 2007; Krol et al., 2010;
Ladak, Hasan, Gullick, Awais, et al., 2019; Landolt
et al., 2008; Lee et al., 2020; Raj et al., 2018; Spijkerboer
et al., 2006) and 23 studies reported results for the school
function HRQOL domain (Abassi et al., 2020; Amedro
et al., 2015; Berkes et al., 2010; Bertoletti et al., 2015;
Cohen et al, 2007; Denniss et al., 2019; Eagleson
et al., 2013; Garcia Guerra et al., 2013, 2014; Holst
et al., 2019; Knowles et al., 2014; Kwon et al., 2011;
Mellion et al., 2014; Mueller et al., 2013; Oberhuber
et al., 2020; Ong et al., 2017; Raj et al., 2019; Ruggiero
et al., 2018; Saavedra et al., 2020; Sertcelik et al., 2018;
Tahirovi¢ et al.,, 2010; Uzark et al., 2008; Varni
et al.,, 2007). Two studies reported both cognitive and
school function HRQOL scores (Eagleson et al., 2013;
Xiang et al., 2019) while another two studies focused on
the general HRQOL (Brosig et al., 2007; Reiner
et al.,, 2019), which we did not include in the formal
meta-analysis.

The majority of the studies employed the PedsQL 4.0
Generic Core Scales or PedsQL3.0 Cardiac assessment
tools (N =13 studies) (Berkes et al.,, 2010; Denniss
et al., 2019; Eagleson et al, 2013; Garcia Guerra
et al., 2013, 2014; Kwon et al., 2011; Ladak, Hasan, Gul-
lick, Awais, et al., 2019; Lee et al., 2020; Mellion
et al., 2014; Oberhuber et al., 2020; Tahirovic¢ et al., 2010;
Uzark et al., 2008; Varni et al., 2007), four studies used
the TACQOL (Grootenhuis et al., 2007; Krol et al., 2010;
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%

TOOL and Author SMD (95% Cl) Weight

TACQoL

Krol et al, 2002 —.—o—— -0.20 (-0.45, 0.04) 21.56

Grootenhuis et al, 2006 —0—— -0.49 (-0.78, -0.21) 16.77

Landolt et al, 2008 — 1 -0.18 (-0.37, 0.02) 29.99

Spijkerner et al, 2015 -0.34 (-0.53, -0.15) 31.68

Subgroup, DL (I = 24.0%, p = 0.267) -0.29 (-0.41, -0.16) 100.00

Heterogeneity between groups: p =.

Overall, DL (I° = 24.0%, p = 0.267)

=
<

-0.29 (-0.41, -0.16) 100.00

T
1 0

NOTE: Weights are from random-effects model

FIGURE 2

Landolt et al., 2008; Spijkerboer et al., 2006), two studies
used the KIDSCREEN-27 (Amedro et al., 2015; Bertoletti
et al, 2015) and one study the KINDL-R measure
(Mueller et al., 2013). As the number of studies that used
KIDSCREEN-27 (N =2) and KINDL-R (N =1) were
small, we chose to exclude those three studies from the
meta-analysis and the formal meta-analysis finally
included 17 studies; 13 using PedsQL 4.0/PedsQL 3.0 and
four involving the TACQOL. Overall, the studies were
found to be of good quality, using the CASP quality
assessment tool (Table 2) (Critical Appraisal Skills
Programme, 2022).

3.2 | Cognitive function domain of
HRQOL

Nine studies (Eagleson et al, 2013; Grootenhuis
et al., 2007; Krol et al.,, 2010; Ladak, Hasan, Gullick,
Awais, et al., 2019; Landolt et al., 2008; Lee et al., 2020;
Raj et al, 2018; Spijkerboer et al, 2006; Xiang
et al., 2019) reported the cognitive functioning domain of
HRQOL. Seven of them, using various children's age
ranges, were included in a meta-analysis (Eagleson
et al., 2013; Grootenhuis et al., 2007; Krol et al., 2010;
Ladak, Hasan, Gullick, Awais, et al., 2019; Landolt
et al., 2008; Lee et al., 2020; Spijkerboer et al., 2006); one
study (Raj et al., 2018) was excluded as it focused only on
infants and another one (Xiang et al., 2019) compared
PedsQL scores by socioeconomic status tertiles. Four
studies (Grootenhuis et al., 2007; Krol et al., 2010;
Landolt et al., 2008; Spijkerboer et al., 2006) used the

Cognitive function domain of HRQOL—child-report. CHD, cases versus controls.

TACQOL to investigate the cognitive function domain of
HRQOL of children with CHD versus healthy controls
(child report), and three studies (Krol et al., 2010; Landolt
et al., 2008; Spijkerboer et al., 2006) focused on parental
reports. The cognitive function HRQOL was worse for
CHD children compared with healthy controls in both
child (SMD —0.28 (—0.42, —0.15)) (Figure 2) and parental
(SMD —0.54 (—0.91, —0.18)) reports (Figure 3).

3.3 | School function domain of HRQOL

Twenty-three studies (Abassi et al., 2020; Amedro
et al., 2015; Berkes et al., 2010; Bertoletti et al., 2015;
Cohen et al, 2007; Denniss et al., 2019; Eagleson
et al.,, 2013; Garcia Guerra et al., 2013, 2014; Holst
et al., 2019; Knowles et al., 2014; Kwon et al., 2011;
Mellion et al.,, 2014; Mueller et al.,, 2013; Oberhuber
et al., 2020; Ong et al., 2017; Raj et al., 2019; Ruggiero
et al., 2018; Saavedra et al., 2020; Sertcelik et al., 2018;
Tahirovi¢ et al, 2010; Uzark et al, 2008; Varni
et al., 2007) reported the school functioning domain of
HRQOL. The remainder were excluded from meta-analy-
sis: seven studies (Abassi et al., 2020; Garcia Guerra
et al.,, 2013; Holst et al., 2019; Knowles et al., 2014; Raj
et al., 2019; Saavedra et al., 2020; Sertcelik et al., 2018) did
not provide the mean estimate; three studies did not use
the per protocol comparison group (Cohen et al., 2007;
Ong et al., 2017; Ruggiero et al., 2018), two studies used
the KIDSCREEN-27 (Amedro et al, 2015; Bertoletti
et al., 2015), and one study the KINDL-R measure
(Mueller et al., 2013).The remaining 10 studies used the
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PedsQL 4.0 instrument and were included in the formal
meta-analysis (Berkes et al., 2010; Denniss et al., 2019;
Garcia Guerra et al., 2013, 2014; Kwon et al., 2011;
Mellion et al., 2014; Oberhuber et al., 2020; Tahirovi¢
et al., 2010; Uzark et al., 2008; Varni et al., 2007). These
studies showed that school function domain scores of the
HRQOL tool were worse for children with CHD compared
with healthy controls (SMD —0.30 (—0.48, —0.13)) based
on self-report (Figure 4). Parental reports demonstrated

similar results to the child reports. Specifically, the school
function HRQOL was worse when compared with healthy
controls (SMD —0.49 (0.64, —0.36)) (Figure 5) with no sta-
tistically significant heterogeneity. However, we should be
cautious in interpreting the above results because of the
possibility of publication bias that was observed in funnel
plots (Figures 6 and 7) and formally based on Egger's test:
p-value = .08 for child and p-value = .05 for parent report
respectively.

%

TOOL and Author SMD (95% Cl) Weight
PedsQL 4.0

Uzark et al, 2007 (5-7 years) : - 0.09 (0.03, 0.16) 7.41
Uzark et al, 2007 (8-12 years) —0-:— -0.48 (-0.65, -0.31) 7.09
Uzark et al, 2007 (13-18 years) —0:— -0.42 (-0.60, -0.24) 7.06
Varni et al, 2007 +: -0.54 (-0.67, -0.42) 7.25
Berkes et al, 2009 : —_— -0.11 (-0.30, 0.07) 7.02
Tahirovik et al, 2010 (5-7 years) —Q—E -1.04 (-1.68, -0.39) 4.23
Tahirovik et al, 2010 (8-12 years) —:0—— -0.27 (-0.73, 0.18) 5.40
Tahirovik et al, 2010 (13-18 years) : —_— 0.72 (0.26, 1.18) 5.39
Kwon et al, 2011 i - 0.34 (-0.11, 0.79) 5.44
Guerra et al, 2013 —— : -0.84 (-1.05, -0.63) 6.91
Guerra et al, 2013 _— i -0.91 (-1.27, -0.54) 5.99
Mellion et al, 2014 (child) —0—: -0.55 (-0.68, -0.43) 7.26
Mellion et al, 2014 (adolescence) —0-;— -0.46 (-0.62, -0.29) 7.1
Oberhuber et al, 2020 (child) —0—5— -0.52 (-0.90, -0.14) 5.89
Oberhuber et al, 2020 (child) —0—1— -0.74 (-1.13, -0.35) 5.83
Oberhuber et al, 2020 (adolescence) —0—;— -0.56 (-1.12, 0.01) 4.72
Subgroup, DL (I2 =94.1%, p = 0.000) <> -0.39 (-0.59, -0.19)  100.00

|
Heterogeneity between groups: p = . :
Overall, DL (¥ = 94.1%, p = 0.000) 0 -0.39 (-0.59, -0.19)  100.00
T T
-2 0 2

FIGURE 4 School function domain of HRQOL—child-report. CHD, cases versus controls. *In Guerra et al. study separate populations

within the same study have been consider.

%

TOOL and Author SMD (95% Cl) Weight
TACQoL

Krol et al, 2002 -0.40 (-0.65, -0.15) 32.90
Landolt et al, 2008 -0.90 (-1.10, -0.69) 35.36
Spijkerner et al, 2015 -0.65 (-0.91, -0.38) 3175

Subgroup, DL (I2 =78.6%, p = 0.009)

Heterogeneity between groups: p = .

Overall, DL (I° = 78.6%, p = 0.009)

i

-0.65 (-0.95, -0.36) 100.00

-0.65 (-0.95, -0.36) 100.00

FIGURE 3

Cognitive function domain of HRQOL—parent-report. CHD, cases versus controls.
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TOOL and Author SMD (95% Cl) Weight
PedsQL 4.0
Uzark et al, 2007 (5-7 years) : —_— -0.11 (-0.35, 0.12) 7.29
Uzark et al, 2007 (8-12 years) | —— -0.25 (-0.42, -0.08) 7.90
1
Uzark et al, 2007 (13-18 years) L -0.21 (-0.39, -0.04) 7.83
Varni et al, 2007 |- -0.29 (-0.40, -0.18) 8.35
1
Berkes et al, 2009 I -0.14 (-0.31, 0.03) 7.89
1
Tahirovik et al, 2010 (5-7 years) —0—:— -1.14 (-1.85,-0.42) 3.08
Tahirovik et al, 2010 (8-12 years) =g ' -1.83 (-2.37, -1.29) 4.26
1
Tahirovik et al, 2010 (13-18 years) I —— 0.32(-0.13, 0.76) 5.09
1
Kwon et al, 2011 —— -0.68 (-1.13, -0.23) 5.09
Guerra et al, 2013 —_— . -1.48 (-1.98, -0.98) 4.62
1
Mellion et al, 2014 (child) L -0.44 (-0.56, -0.32) 8.29
1
Mellion et al, 2014 (adolescence) -f-’— -0.43 (-0.59, -0.28) 8.01
Oberhuber et al, 2020 (child) —_— : -1.06 (-1.42, -0.70) 5.97
1
Oberhuber et al, 2020 (child) —— -0.80 (-1.16, -0.43) 5.90
Oberhuber et al, 2020 (adolescence) —O—f— -0.78 (-1.34, -0.21) 4.10
Denniss et al, 2019 — -0.20 (-0.52, 0.13) 6.35
Subgroup, DL (I” = 85.7%, p = 0.000) <> -0.51 (-0.66, -0.35)  100.00
1
1
Heterogeneity between groups: p = . :
Overall, DL (I’ = 85.7%, p = 0.000) 0 -0.51 (-0.66, -0.35)  100.00
T T
2 0 2
FIGURE 5 School function domain of HRQOL—parent-report. CHD, cases versus controls.
FIGURE 6 School function domain of Funnel plot with pseudo 95% confidence limits
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3.4 | School and cognitive function et al., 2014; Oberhuber et al., 2020; Tahirovi¢ et al., 2010;

domains of HRQOL for young (<8 years)
and older (8-18 years) children and young
people with CHD

Eight studies (Berkes et al., 2010; Denniss et al., 2019;
Garcia Guerra et al., 2013; Kwon et al., 2011; Mellion

Uzark et al, 2008) investigated the school function
HRQOL of children with CHD versus healthy controls
across age subgroup categories. All studies used the
PedsQL 4.0 assessment tool. We performed a subgroup
meta-analysis for the school function HRQOL of the
young children (<8 years) (Garcia Guerra et al., 2013;
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Tahirovi¢ et al., 2010; Uzark et al., 2008) and older chil-
dren (8-18 years) (Kwon et al., 2011; Mellion et al., 2014;
Tahirovi¢ et al., 2010; Uzark et al., 2008) versus healthy
controls based on child reports. The school function
domain scores of the PedsQL 4.0 tool were worse in
reports from children with CHD compared with healthy
controls both for young (SMD —0.65 (—1.32, 0.03))
(Figure 8) and older (SMD —0.25 (—0.47, —0.03)) chil-
dren (Figure 9).

Parental reports of school function HRQOL demon-
strated similar results to the child self-reports for young
(Denniss et al., 2019; Garcia Guerra et al., 2013; Tahirovic¢
et al., 2010; Uzark et al., 2008) and older (Kwon
et al., 2011; Mellion et al., 2014; Oberhuber et al., 2020;
Tahirovié et al., 2010; Uzark et al., 2008) children. Scores
of the PedsQL 4.0 tool were worse in parent reports for
children with CHD compared with parent reports
for healthy controls (SMD -0.68 (—1.29, —0.07))
(Figure 10) and older (SMD —0.46 (—068, —0.25)) chil-
dren (Figure 11). Finally, one study (Berkes et al., 2010)
that was not included in the subgroup meta-analyses
(as no mean estimate was provided), compared a sample
of CHD patients with healthy controls across four age
groups (toddler 2—4 years, young children 5-7 years, chil-
dren 8-12 years, and teenagers 13-18 years). This study
found no significant differences in the parental report of
toddlers (2-4 years), for children (8-12 years), and teen-
agers (13-18 years) (child and parents reports). However,
significant differences between CHD cases versus con-
trols for school functioning HRQOL scores in young chil-
dren (5-7 years) were observed (child and parents
reports).

Four studies (Denniss et al.,, 2019; Grootenhuis
et al., 2007; Raj et al., 2018; Spijkerboer et al., 2006) inves-
tigated the cognitive function HRQOL of children with

CHD versus healthy controls across age subgroup catego-
ries. Two studies used the PedsQL 3.0 assessment tool
(Denniss et al., 2019; Raj et al., 2018) and found that
young children (<8 years) with CHD had lower cognitive
function HRQOL than healthy controls. Specifically, Raj
et al. (2018), found that infants and toddlers with uncor-
rected CHD had significantly lower cognitive functioning
HRQOL compared to controls; while Denniss et al.
(2019), reported lower cognitive function HRQOL scores
in young children (1-5 years) with complex CHD. Fur-
thermore, two other studies that used the TACQOL
assessment tool (Grootenhuis et al., 2007; Spijkerboer
et al., 2006) investigated the cognitive function HRQOL
of older CHD children (8-18 years) versus controls and
conflicting results were observed. Spijkerboer et al. (2006)
found that CHD children aged 8-15 had significant lower
mean scores on cognitive function HRQOL than refer-
ence peers while Grootenhuis et al. (2007) did not report
any difference in cognitive function HRQOL scores
between CHD children aged 8 and 11 years versus
controls.

4 | DISCUSSION

The main findings of this systematic review and meta-
analysis was that children and young people with CHD
report worse cognitive and school functioning HRQOL
compared to healthy controls (self and proxy-report).
This was consistent with a subgroup meta-analysis of
young (<8 years) and older (8 years old or more) children
with CHD reporting lower school function scores com-
pared to controls.

Previous studies have focused on the cognitive and/or
school functioning of children and young people with
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FIGURE 8

FIGURE 9

FIGURE 10

TOOL and Author

PedsQL 4.0

Uzark et al, 2007 (5-7 years)
Tahirovik et al, 2010 (5-7 years)
Guerra et al, 2013

Guerra et al, 2013

Subgroup, DL (I = 97.1%, p = 0.000)

Heterogeneity between groups: p = .

Overall, DL (I* = 97.1%, p = 0.000)

Society for

~  Prevention

SMD (95% Cl)

0.09 (0.03, 0.16)

-1.04 (-1.68, -0.39)
-0.84 (-1.05, -0.63)
-0.91 (-1.27, -0.54)
-0.65 (-1.32, 0.03)

-0.65 (-1.32, 0.03)

D WILEY_L Y

%

Weight

26.97
21.65
26.34
25.04

100.00

100.00

T
-2

School function domain HRQOL—child-report in young children with CHD (<8 years old), cases versus controls.

TOOL and Author

PedsQL 4.0

Uzark et al, 2007 (8-12 years)
Uzark et al, 2007 (13-18 years)
Tahirovik et al, 2010 (8-12 years)
Tahirovik et al, 2010 (13-18 years)
Kwon et al, 2011

Mellion et al, 2014 (child)

Mellion et al, 2014 (adolescence)

Subgroup, DL (I2 =85.0%, p = 0.000)

Heterogeneity between groups: p = .

Overall, DL (I* = 85.0%, p = 0.000)

tH

4

b4

SMD (95% Cl)

-0.48 (-0.65, -0.31)
-0.42 (-0.60, -0.24)
-0.27 (-0.73, 0.18)
0.72 (0.26, 1.18)

0.34 (-0.11, 0.79)

-0.55 (-0.68, -0.43)
-0.46 (-0.62, -0.29)
-0.25 (-0.47,-0.03)

-0.25 (-0.47, -0.03)

%

Weight

17.03
16.90
10.29
10.27
10.45
17.91
17.15

100.00

100.00

School function domain HRQOL—child-report in children with CHD (8-18 years old), cases versus controls.

TOOL and Author

PedsQL 4.0

Uzark et al, 2007 (5-7 years) E —
Tahirovik et al, 2010 (5-7 years) —0—5—

Guerra et al, 2013 —_— E

Denniss et al, 2019 | ———

Subgroup, DL (I2 =89.6%, p = 0.000)

Heterogeneity between groups: p = .

Overall, DL (I = 89.6%, p = 0.000)

L

SMD (95% Cl)

-0.11 (-0.35, 0.12)
-1.14 (-1.85, -0.42)
-1.48 (-1.98, -0.98)
-0.20 (-0.52, 0.13)
-0.68 (-1.29, -0.07)

-0.68 (-1.29, -0.07)

%

Weight

27.98
20.71
24.36
26.95

100.00

100.00

T
-2

School function domain of HRQOL—parent-report in young children with CHD (<8 years old), cases versus controls.
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%
TOOL and Author SMD (95% CI) Weight
PedsQL 4.0
Uzark et al, 2007 (8-12 years) | —— -0.25 (-0.42, -0.08) 15.73
I
Uzark et al, 2007 (13-18 years) : —_— -0.21 (-0.39, -0.04) 15.59
1
Tahirovik et al, 2010 (8-12 years) —_— ! -1.83 (-2.37, -1.29) 8.29
Tahirovik et al, 2010 (13-18 years) | ——— 0.32 (-0.13, 0.76) 9.96
'
Kwon et al, 2011 —_— -0.68 (-1.13, -0.23) 9.96
, T )
|
Mellion et al, 2014 (adolescence) —— -0.43 (-0.59, -0.28) 15.96
1
Oberhuber et al, 2020 (adolescence) —0—}— -0.78 (-1.34, -0.21) 7.97
'
Mellion et al, 2014 (child) +— -0.44 (-0.56, -0.32) 16.54
Subgroup, DL (I° = 85.2%, p = 0.000) <> -0.46 (-0.68,-0.25)  100.00
1
I
Heterogeneity between groups: p = . :
Overall, DL (I° = 85.2%, p = 0.000) <> -0.46 (-0.68, -0.25)  100.00

T
-2

FIGURE 11

CHD compared to healthy controls. However, there are
inconsistencies in their conclusions with some studies
indicating worse cognitive and/or school function scores
(based on different assessment tools) (Feldmann
et al.,, 2021; Karsdorp et al., 2007; Ladak, Hasan, Gul-
lick, & Gallagher, 2019) whereas another study found no
difference (Schreder et al., 2016). Our findings support
previous studies (Feldmann et al, 2021; Karsdorp
et al.,, 2007; Ladak, Hasan, Gullick, & Gallagher, 2019)
but contrast with other meta-analysis (Schroder
et al., 2016) which found no difference. Possible explana-
tions for inconsistencies include methodological differ-
ences such as age ranges at assessment, age at surgical
repair, different assessment instruments, diagnostic
groups, sample size, and the use of parent report instead
of child report (Lin et al., 2013).

Specifically, a meta-analysis by Ladak, Hasan, Gul-
lick, and Gallagher (2019) on postoperative cases using a
variety of different HRQOL instruments and a subgroup
meta-analysis by instrument (including the PedsQL and
TACQOL) found that cases with CHD reported better
HRQOL scores in school function (based on a variety of
HRQOL instruments) compared to parental perception.
Those results contrast with our meta-analysis as we saw
agreement between case and parental perception scores.
Additionally, the results of Schreder et al. (2016) were
contradictory to our analysis (and previous meta-ana-
lyses), by indicating that the overall HRQOL in adoles-
cents and young adults with CHD is not reduced
compared with controls (Schreder et al., 2016). However,
the total number of studies included in this meta-analysis
(N = 6) (Schreder et al., 2016) was relatively small com-
pared to our meta-analysis, N=7 for cognitive and
N = 10 for school function. Also, Schroder et al. (2016)

School function domain of HRQOL—parent-report in children with CHD (8-18 years old), cases versus controls.

combined different HRQOL instruments together com-
pared to our meta-analysis where we used the same
instruments: TACQOL and PedsQL 4.0 respectively.

Identifying children and adolescents at risk for cogni-
tive difficulties would require specific screening tools and
performing testing on children with milder forms of
CHD could be costly and inefficient. Cognitive screening
could be done as part of long-term follow up of children
with CHD within health services, given that cognitive dif-
ferences are seen in children and young people with all
severities of CHD. Based on Buratti et al. (2016), the cog-
nitive domain in the PedsQL Cardiac module could be
used as a screening tool, with a cut-off score of 80 for
identifying children who need to undergo further cogni-
tive evaluation. Use of the PedsQL as a screening tool
would take less time and be more economical than stan-
dardized cognitive testing procedures and increase the
possibility of testing more children from an early age
(Buratti et al., 2016). Thus, it could be beneficial to use
the PedsQL to clinically screen children with milder
forms of CHD in order to identify those who might expe-
rience cognitive impairments.

Most of the published HRQOL studies included cohorts
that were predominantly composed of teenagers or young
adults with CHD and few HRQOL studies included young
children with CHD (Kwon et al., 2011; Oberhuber
et al., 2020). In our subgroup meta-analysis, four studies
from different countries and with different school starting
ages, investigated the school function domain of the
HRQOL for young (<8 years) children with CHD com-
pared to controls (child and parent report) and found worse
school function domain scores in CHD children.

The reason why impairment appears to be focused
also on the young children might be that this is the time
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of starting to go to nursery or primary school. This is
when pupils with a chronic condition are faced with the
stigmatization of being different, or the period when
the parents realize that their child's development is differ-
ent (Miller et al., 2015).

Regarding the school function domain of HRQOL in
children of 8 years old or older, our subgroup meta-
analysis (N = 5) (child and parent report) found lower
quality of life compared to controls. However, a study by
Berkes et al. (2010) did not find any significant difference
between children with CHD and controls aged 8 years or
older (child report), although the total PedsQL HRQOL
score were significantly lower in children 8-12 years of
age (parent report). The discordance between the chil-
dren's and parents’ answers has already been demon-
strated previously in the literature (Hong et al., 2007;
Tong et al.,, 1998; Werner et al., 2014). Additionally, a
subgroup meta-analysis was not feasible for an investiga-
tion of the cognitive function score between young or
older children with CHD versus controls due to the small
number of studies. However, one study reported a lower
cognitive function score in young children with CHD
than in controls (Denniss et al., 2019) while another
study (Raj et al., 2018) found no significant difference in
cognitive function between young children with CHD
and controls (proxy report). This may be because of the
difficulties in identifying cognitive responses during this
early phase of life (Raj et al., 2018).

Regarding older children, conflicting results were also
observed with one study (Spijkerboer et al., 2006) report-
ing lower cognitive function score compared to controls
while the other (Grootenhuis et al., 2007) did not report
any difference. It is worth noting that the sample size of
this study (Grootenhuis et al., 2007) was relatively small
(N = 50 cases) compared to the previous study (N = 113)
(Spijkerboer et al., 2006).

While self-report should be considered the gold stan-
dard for measuring perceived HRQOL domains, generally
the picture is complete when both self and proxy views
are integrated. However, there may be cases where the
child is too young, or too cognitively impaired, to com-
plete a HRQOL instrument and thus proxy report alone
may be needed.

Some studies demonstrated differences between self
and proxy reports, with parents reporting their children
to have more problems than the self-reported responses
(Derridj et al., 2022; Idorn et al., 2013). This may be
explained by parents appearing to have the tendency to
be overly concerned about their child's disorder (Idorn
et al., 2013). However, in our meta-analysis this did not
appear to be the case as there was agreement between
self and proxy-reports.

~  Prevention

The major strengths of our systematic review include
a comprehensive search strategy using multiple sources
with advice from an information scientist. We manually
searched the reference lists and citations of included
papers to identify relevant papers. We used an estab-
lished quality assessment tool as part of the critical
appraisal process and powerful meta-analysis techniques
in order to determine accurate estimates.

However, some limitations must also be considered.
The studies in this meta-analysis were mostly conducted
in countries classified as high income by the World Bank
(The World Bank's Classification of Countries by
Income, 2022). Therefore, these outcomes reported from
high income countries may not necessarily be applied to
low/middle countries. Previous research also noted inter-
country variations in HRQOL with the USA and coun-
tries from Europe having increased scores compared with
Asian countries (Luo et al., 2017). However, the small
number of included studies from Asia in our analysis pre-
cluded further exploration. In the subgroup meta-
analysis, the small number of studies and a high level of
heterogeneity could limit the strength of the findings
emerging from this systematic review.

Exploration of possible publication bias is generally dis-
couraged in meta-analyses that include fewer than 10 stud-
ies (Van Aert et al., 2019) and therefore, we were unable to
assess this for the cognitive function domain which might
have added uncertainty to our final outcomes.

A further possible limitation is that the CHD subtype
analysis was rarely feasible due to the small number of
studies suitable for inclusion in meta-analysis.

“Furthermore, a subgroup analysis comparing various
severities of CHD was not appropriate due to varying
classifications of CHD used in the studies included in this
meta-analysis. It is also worth noting that the classifica-
tion of CHDs should be undertaken not based on a sim-
ple diagnosis but evaluating the disease course,
functional status, and stage of intervention as well as
information regarding the use of cardiopulmonary bypass
and associated hypoxia during surgery.

In conclusion, children and young people with CHD
may experience worse cognitive and school function
HRQOL scores compared to controls (both self and
proxy-report). Regarding the school function domain of
HRQOL in young (<8 years) and 8 years old or older
children our subgroup meta-analysis found also lower
quality of life compared to controls. Also this meta-
analysis differs from those undertaken in previous studies
as the same assessment tools are considered within each
meta-analysis.

HRQOL is a complex phenomenon in which many
parameters are involved and requires multi-directional
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analysis. A major problem of most studies in HRQOL in
CHD patients is their inclusion of heterogeneous groups
of patients. However, the assessment of specific domains
of HRQOL and the need of cognitive screening as part of
long-term follow up for children with CHD within health
services are important as they provide valuable informa-
tion for defining risk groups and the planning of new
health and educational policies.

AUTHOR CONTRIBUTIONS

Chrysovalanto Mamasoula, Judith Rankin and Lindsay
Pennington, Adenike Motunrayo Adesanya conceptual-
ized and designed the study and contributed to drafting
the manuscript. Chrysovalanto Mamasoula conducted
the analysis and drafted the initial manuscript. All
authors contributed to data interpretation, reviewed the
manuscript and approved the final version for
submission.

ACKNOWLEDGMENTS
We thank Dr Thomas Chadwick for providing guidance
in data analysis and the review of the manuscript.

CONFLICT OF INTEREST STATEMENT
The authors have no conflicts of interest relevant to this
article to disclose.

DATA AVAILABILITY STATEMENT

The data that support the findings of this study are avail-
able from the corresponding author upon reasonable
request.

REFERENCES

Abassi, H., Huguet, H., Picot, M. C., Vincenti, M., Guillaumont, S.,
Auer, A., Werner, O., de la Villeon, G., Lavastre, K.,
Gavotto, A., Auquier, P., & Amedro, P. (2020). Health-related
quality of life in children with congenital heart disease aged
5 to 7years: A multicentre controlled cross-sectional study.
Health and Quality of Life Outcomes, 18(1), 366.

Amaya-Arias, A. C., Alzate, J. P., & Eslava-Schmalbach, J. H.
(2017). Construct and criterion validity of the PedsQL™ 4.0
instrument (pediatric quality of life inventory) in Colombia.
International Journal of Preventive Medicine, 8, 57.

Amedro, P., Dorka, R., Moniotte, S., Guillemot, S., Fraisse, A.,
Kreitmann, B., Borm, B., Bertet, H., Barrea, C., Ovaert, C.,
Sluysmans, T., De La Villeon, G., Vincenti, M., Voisin, M.,
Auquier, P., & Picot, M. C. (2015). Quality of life of children
with congenital heart diseases: A multicenter controlled cross-
sectional study. Pediatric Cardiology, 36(8), 1588-1601.

Begg, C. B., & Mazumdar, M. (1994). Operating characteristics of a
rank correlation test for publication bias. Biometrics, 50, 1088-
1101.

Berkes, A., Varni, J. W., Pataki, I., Kardos, L., Kemény, C., &
Mogyorésy, G. (2010). Measuring health-related quality of life
in Hungarian children attending a cardiology clinic with the

pediatric quality of life inventory. European Journal of Pediat-
rics, 169(3), 333-347.

Bertoletti, J., Marx, G. C., Hattge, S. P., & Pellanda, L. C. (2015).
Health-related quality of life in adolescents with congenital
heart disease. Cardiology in the Young, 25(3), 526-532.

Brosig, C. L., Mussatto, K. A., Kuhn, E. M., & Tweddell, J. S. (2007).
Psychosocial outcomes for preschool children and families after
surgery for complex congenital heart disease. Pediatric Cardiol-
ogy, 28(4), 255-262.

Buratti, S., Ryberg, C., Broberg, M., & Sunnegardh, J. (2016). Do
self- and proxy reports of cognitive problems reflect intellectual
functioning in children and adolescents with congenital heart
defects? Frontiers in Pediatrics, 4, 127.

CDC, 2023 https://www.cdc.gov/hrqol/index.htm.
February 2023.

Cohen, M., Mansoor, D., Langut, H., & Lobe, A. (2007). Quality of
life, depressed mood, and self-esteem in adolescents with heart
disease. Psychosomatic Medicine, 69(4), 313-318.

Critical Appraisal Skills Programme (2022). (CASP Cohort Study
checklist). Accessed September 2022. https://casp-uk.net/casp-
tools-checklists/

Denniss, D. L., Sholler, G. F., Costa, D. S. J.,, Winlaw, D. S., &
Kasparian, N. A. (2019). Need for routine screening of health-
related quality of life in families of young children with com-
plex congenital heart disease. The Journal of Pediatrics, 205,
21-28.e2.

Derridj, N., Bonnet, D., Calderon, J., Amedro, P., Bertille, N,,
Lelong, N., Goffinet, F., Khoshnood, B., & Guedj, R. (2022).
Quality of life of children born with a congenital heart defect.
The Journal of Pediatrics, 244, 148-153.e5.

Dick, B. D., & Pillai, R. R. (2010). Cognitive and school functioning
in children and adolescents with chronic pain: A critical
review. Pain Research & Management, 15(4), 238-244.

Eagleson, K. J., Justo, R. N., Ware, R. S., Johnson, S. G., &
Boyle, F. M. (2013). Health-related quality of life and congenital
heart disease in Australia. Journal of Paediatrics and Child
Health, 49(10), 856-864.

Egger, M., Davey Smith, G., Schneider, M., & Minder, C. (1997).
Bias in meta-analysis detected by a simple, graphical test. Brit-
ish Medical Journal, 315, 629-634.

Elliot, C. (1983). The British ability scales: Introductory handbook,
technical handbook and manuals for administration and scor-
ing. WindsorNFER-Nelson.

Erikssen, G., Liestol, K., Seem, E., Birkeland, S., Saatvedt, K. J.,
Hoel, T. N., Dghlen, G., Skulstad, H., Svennevig, J. L.,
Thaulow, E., & Lindberg, H. L. (2015). Achievements in con-
genital heart defect surgery: A prospective, 40-year study of
7038 patients. Circulation, 131, 337-346.

EUROCAT. (2009). Special report: Congenital heart defects in
EUROPE, 2000-2005. http://www.eurocat-network.eu/content/
Special-Report-CHD.pdf. Accessed September 2022

Feldmann, M., Bataillard, C., Ehrler, M., Ullrich, C., Knirsch, W.,
Gosteli-Peter, M. A., Held, U., & Latal, B. (2021). Cognitive and
executive function in congenital heart disease: A meta-analysis.
Pediatrics, 148(4), €2021050875.

Ferreira, P. L., Baltazar, C. F., Cavalheiro, L., Cabri, J., &
Goncalves, R. S. (2014). Reliability and validity of PedsQL for
Portuguese children aged 5-7 and 8-12 years. Health and Qual-
ity of Life Outcomes, 12, 122.

Accessed

85UBD 17 SUOLLLIOD BAIER.D 3eat|dde au3 Aq peusenob afe Sape YO 88N JO S9N 104 Afeiq 1 BUIIUO A3]IA UO (SUOIPUOD-PUR-SLLBYWI0D" A8 1M ARIq e |UO//SARY) SUORIPUOD PUe swis | 8U) &8s *[£202/2T/TT] uo Ariqiauliuo AB|IMm ‘AisieAlun 8 iseomeN Aq 5222 24pd/z00T OT/10p/wod A8 |mARiq Ut juo//Sdny woiy papeojumoq ‘0 ‘L2LT2L1e


https://www.cdc.gov/hrqol/index.htm
https://casp-uk.net/casp-tools-checklists/
https://casp-uk.net/casp-tools-checklists/
http://www.eurocat-network.eu/content/Special-Report-CHD.pdf
http://www.eurocat-network.eu/content/Special-Report-CHD.pdf

MAMASOULA ET AL.

Society for

G St WILEY-L 2

Garcia Guerra, G., Joffe, A. R., Robertson, C. M., Atallah, J.,
Alton, G., Sauve, R. S, Dinu, I. A, Ross, D. B,
Rebeyka, I. M., & Western Canadian complex pediatric thera-
pies follow-up group. (2014). Health-related quality of life expe-
rienced by children with chromosomal abnormalities and
congenital heart defects. Pediatric Cardiology, 35(3), 536-541.

Garcia Guerra, G., Robertson, C. M., Alton, G. Y., Joffe, A. R,
Dinu, I. A., Nicholas, D., Ross, D. B., Rebeyka, I. M., & Western
Canadian Complex Pediatric Therapies Follow-up Group.
(2013). Western Canadian complex pediatric therapies follow-
up group. Quality of life 4 years after complex heart surgery in
infancy. The Journal of Thoracic and Cardiovascular Surgery,
145(2), 482-488.€2.

Glinianaia, S. V., Morris, J. K., Best, K. E., Santoro, M., Coi, A.,
Armaroli, A., & Rankin, J. (2020). Long-term survival of chil-
dren born with congenital anomalies: A systematic review and
meta-analysis of population-based studies. PLoS Medicine,
17(9), €1003356.

Grootenhuis, M. A., Koopman, H. M. Verrips, E. G,
Vogels, A. G., & Last, B. F. (2007). Health-related quality of life
problems of children aged 8-11 years with a chronic disease.
Developmental Neurorehabilitation, 10(1), 27-33.

Higgins, J. P., Thompson, S. G., Deeks, J. J., & Altman, D. G.
(2003). Measuring inconsistency in meta-analyses. British Medi-
cal Journal, 327(7414), 557-560.

Holst, L. M., Kronborg, J. B., Idorn, L., Bjerre, J. V., Vejlstrup, N.,
Juul, K., & Ravn, H. B. (2019). Impact of congenital heart sur-
gery on quality of life in children and adolescents with surgi-
cally corrected ventricular septal defect, tetralogy of Fallot, and
transposition of the great arteries. Cardiology in the Young,
29(8), 1082-1087.

Hong, S. D, Yang, J. W., Jang, W. S., Byun, H., Lee, M. S., Kim, H. S,,
Oh, M. Y., & Kim, J. H. (2007). The KIDSCREEN-52 quality of life
measure for children and adolescents (KIDSCREEN-52-HRQOL):
Reliability and validity of the Korean version. Journal of Korean
Medical Science, 22(3), 446-452.

Idorn, L., Jensen, A. S., Juul, K., Overgaard, D., Nielsen, N. P.,
Serensen, K., Reimers, J. I., & Sendergaard, L. (2013). Quality
of life and cognitive function in Fontan patients, a population-
based study. International Journal of Cardiology, 168(4), 3230~
3235.

Jenkins, K. J., Correa, A., Feinstein, J. A., Botto, L., Britt, A. E.,
Daniels, S. R., Elixson, M., Warnes, C. A., Webb, C. L., & Amer-
ican Heart Association Council on cardiovascular disease in the
young. (2007). Noninherited risk factors and congenital cardio-
vascular defects: Current knowledge: A scientific statement
from the American Heart Association Council on cardiovascu-
lar disease in the young: Endorsed by the American Academy
of Pediatrics. Circulation, 115(23), 2995-3014.

Karsdorp, P. A., Everaerd, W., Kindt, M., & Mulder, B. J. (2007).
Psychological and cognitive functioning in children and adoles-
cents with congenital heart disease: A meta-analysis. Journal of
Pediatric Psychology, 32(5), 527-541.

Knowles, R. L., Day, T., Wade, A., Bull, C.,, Wren, C.,, &
Dezateux, C. (2014). UK collaborative study of congenital heart
defects (UKCSCHD). Patient-reported quality of life outcomes
for children with serious congenital heart defects. Archives of
Disease in Childhood, 99(5), 413-419.

ch | :
LS A2 Prevention

Krol, Y. Grootenhuis, M., Anneke, D. V., Lubbers, L.,
Koopman, H. M., & Last, B. F. (2010). Health related quality of
life in children with congenital heart disease. Psychology &
Health, 18, 251-260.

Kwon, E. N., Mussatto, K., Simpson, P. M., Brosig, C.,
Nugent, M., & Samyn, M. M. (2011). Children and adolescents
with repaired tetralogy of fallot report quality of life similar to
healthy peers. Congenital Heart Disease, 6(1), 18-27.

Ladak, L. A., Hasan, B. S., Gullick, J., Awais, K., Abdullah, A., &
Gallagher, R. (2019). Health-related quality of life in surgical
children and adolescents with congenital heart disease com-
pared with their age-matched healthy sibling: A cross-sectional
study from a lower middle-income country, Pakistan. Archives
of Disease in Childhood, 104(5), 419-425.

Ladak, L. A., Hasan, B. S., Gullick, J., & Gallagher, R. (2019).
Health-related quality of life in congenital heart disease sur-
gery in children and young adults: A systematic review and
meta-analysis. Archives of Disease in Childhood, 104(4),
340-347.

Landolt, M. A., Valsangiacomo, B. E., & Latal, B. (2008). Health-
related quality of life in children and adolescents after open-
heart surgery. The Journal of Pediatrics, 152(3), 349-355.

Lee, J. S., Cinanni, N., Di Cristofaro, N., Lee, S., Dillenburg, R.,
Adamo, K. B., Mondal, T., Barrowman, N., Shanmugam, G.,
Timmons, B. W., & Longmuir, P. W. (2020). Parents of very
young children with congenital heart defects report good qual-
ity of life for their children and families regardless of defect
severity. Pediatric Cardiology, 41(1), 46-53.

Lin, X.-J., Lin, I.-M., & Fan, S.-Y. (2013). Methodological issues in
measuring health-related quality of life. Tzu Chi Medical Jour-
nal, 25, 8-12. https://doi.org/10.1016/j.tcm;j.2012.09.002

Luo, N., Teng, T. K., Tay, W. T., Anand, I. S., Kraus, W. E,,
Liew, H. B., Ling, L. H, O'Connor, C. M., Pida, I L,
Richards, A. M., Shimizu, W., Whellan, D. J., Yap, J,
Lam, C. S. P., Mentz, R. J., ASIAN-HF, & HF-ACTION Investi-
gators. (2017). Multinational and multiethnic variations in
health-related quality of life in patients with chronic heart fail-
ure. American Heart Journal, 191, 75-81.

Mamasoula, C., Addor, M. C., Carbonell, C. C., Dias, C. M.,
Echevarria-Gonzélez-de-Garibay, L. J., Gatt, M.,
Khoshnood, B., Klungsoyr, K., Randall, K., Stoianova, S.,
Haeusler, M., Nelen, V., Neville, A. J., Perthus, I., Pierini, A.,
Bertaut-Nativel, B., Rissmann, A., Rouget, F., Schaub, B, ...
Rankin, J. (2022). Prevalence of congenital heart defects in
Europe, 2008-2015: A registry-based study. Birth Defects
Research, 114(20), 1404-1416.

Marino, B. S., Lipkin, P. H., Newburger, J. W., Peacock, G.,
Gerdes, M., Gaynor, J. W., Mussatto, K. A., Uzark, K.,
Goldberg, C. S., Johnson, W. H., Jr., Li, J., Smith, S. E.,
Bellinger, D. C., Mahle, W. T., & American Heart Association
Congenital Heart Defects Committee, Council on Cardiovascu-
lar Disease in the Young, Council on Cardiovascular Nursing,
and Stroke Council. (2012). Neurodevelopmental outcomes in
children with congenital heart disease: Evaluation and manage-
ment: A scientific statement from the American Heart Associa-
tion. Circulation, 126(9), 1143-1172.

McCarthy, D. A. (1972). Manual for the McCarthy scales of children's
abilities. The Psychological Corporation.

85UBD 17 SUOLLLIOD BAIER.D 3eat|dde au3 Aq peusenob afe Sape YO 88N JO S9N 104 Afeiq 1 BUIIUO A3]IA UO (SUOIPUOD-PUR-SLLBYWI0D" A8 1M ARIq e |UO//SARY) SUORIPUOD PUe swis | 8U) &8s *[£202/2T/TT] uo Ariqiauliuo AB|IMm ‘AisieAlun 8 iseomeN Aq 5222 24pd/z00T OT/10p/wod A8 |mARiq Ut juo//Sdny woiy papeojumoq ‘0 ‘L2LT2L1e


https://doi.org/10.1016/j.tcmj.2012.09.002

Society for

=S
( Birth Defects
A ') Research &

MAMASOULA ET AL.

~  Prevention

McQuillen, P. S., Goff, D. A., & Licht, D. J. (2010). Effects of con-
genital heart disease on brain development. Progress in Pediat-
ric Cardiology, 29(2), 79-85.

Mellion, K., Uzark, K., Cassedy, A., Drotar, D., Wernovsky, G.,
Newburger, J. W., Mahony, L., Mussatto, K., Cohen, M.,
Limbers, C., Marino, B. S., & Pediatric Cardiac Quality of Life
Inventory Testing Study Consortium. (2014). Health-related
quality of life outcomes in children and adolescents with con-
genital heart disease. The Journal of Pediatrics, 164(4), 781-
788.el.

Miller, J. R., Boston, U. S., Epstein, D. J., Henn, M. C,
Lawrance, C. P, Kallenbach, J., Simpson, K. E.,
Canter, C. E., & Eghtesady, P. (2015). Pediatric quality of life
while supported with a ventricular assist device. Congenital
Heart Disease, 10(4), E189-E196.

Mueller, G. C., Sarikouch, S., Beerbaum, P., Hager, A,
Dubowy, K. O., Peters, B., & Mir, T. S. (2013). Health-related
quality of life compared with cardiopulmonary exercise testing
at the midterm follow-up visit after tetralogy of Fallot repair: A
study of the German competence network for congenital heart
defects. Pediatric Cardiology, 34(5), 1081-1087.

Oberhuber, R. D., Huemer, S., Mair, R., Sames-Dolzer, E.,
Kreuzer, M., & Tulzer, G. (2020). Health-related quality of life
for children and adolescents in school age with hypoplastic left
heart syndrome: A single-centre study. Cardiology in the Young,
30(4), 539-548.

Ong, L. C, Teh, C. S., Darshinee, J., Omar, A., & Ang, H. L. (2017).
Quality of life of Malaysian children with CHD. Cardiology in
the Young, 27(7), 1306-1313.

Oster, M. E., Watkins, S., Hill, K. D., Knight, J. H., & Meyer, R. E.
(2017). Academic outcomes in children with congenital heart
defects: A population-based cohort study. Circulation. Cardio-
vascular Quality and Outcomes, 10(2), €003074.

Ouzzani, M., Hammady, H., Fedorowicz, Z., & Elmagarmid, A.
(2016). Rayyan—A web and mobile app for systematic reviews.
Systematic Reviews, 5, 210.

Page, M. J., McKenzie, J. E., Bossuyt, P. M., Boutron, I,
Hoffmann, T. C., Mulrow, C. D., Shamseer, L., Tetzlaff, J. M.,
Akl, E. A., Brennan, S. E., Chou, R., Glanville, J.,
Grimshaw, J. M., Hrébjartsson, A., Lalu, M. M., Li, T,
Loder, E. W., Mayo-Wilson, E., McDonald, S., ... Moher, D.
(2021). The PRISMA 2020 statement: An updated guideline for
reporting systematic reviews. British Medical Journal,
29(372), n71.

Raj, M., Sudhakar, A., Roy, R., Champaneri, B., Sudevan, R.,
Kabali, C., & Kumar, R. K. (2019). Health-related quality of life
(HRQOL) in children and adolescents with congenital heart
disease: A cross-sectional survey from South India. BMJ Paedi-
atrics Open, 3(1), e000377.

Raj, M., Sudhakar, A., Roy, R., Soman, S. Antony, L.,
Champaneri, B., & Kumar, R. K. (2018). Health-related quality
of life in infants and toddlers with congenital heart disease: A
cross-sectional survey from South India. Archives of Disease in
Childhood, 103(2), 170-175.

Ravens-Sieberer, U., & Bullinger, M. (1998). Assessing health
related quality of life in chronically ill children with the Ger-
man KINDL: First psychometric and content-analytical results.
Quality of Life Research, 4(7), 399-407.

Reiner, B., Oberhoffer, R., Ewert, P., & Miiller, J. (2019). Quality of
life in young people with congenital heart disease is better than
expected. Archives of Disease in Childhood, 104(2), 124-128.

Ruggiero, K. M., Hickey, P. A., Leger, R. R, Vessey, J. A.,, &
Hayman, L. L. (2018). Parental perceptions of disease-severity
and health-related quality of life in school-age children with
congenital heart disease. Journal for Specialists in Pediatric
Nursing, 23(1). doi:10.1111/jspn.12204

Saavedra, M. J., Eymann, A., Pérez, L., Busaniche, J., Napoli, N.,
Marantz, P., & Llera, J. (2020). Health related quality of life in
children with congenital heart disease that undergo cardiac sur-
gery during their first year of life. Archivos Argentinos de Pedia-
tria, 118(3), 166-172.

Schreder, M., Boisen, K. A., Reimers, J., Teilmann, G., & Brok, J.
(2016). Quality of life in adolescents and young adults with
CHD is not reduced: A systematic review and meta-analysis.
Cardiology in the Young, 26(3), 415-425.

Sertcelik, T., Alkan, F., Sapmaz, S. Y., Coskun, S., & Eser, E. (2018).
Life quality of children with congenital heart diseases. Turk
Pediatri Arsivi, 53(2), 78-86.

Spijkerboer, A. W., Utens, E. M., De Koning, W. B., Boxers, A. J,,
Helbing, W. A., & Verhulst, F. C. (2006). Health-related quality
of life in children and adolescents after invasive treatment for
congenital heart disease. Quality of Life Research, 15(4),
663-673.

Tahirovié¢, E., Begi¢, H., Nurki¢, M., Tahirovié, H., & Varni, J. W.
(2010). Does the severity of congenital heart defects affect
disease-specific health-related quality of life in children in
Bosnia and Herzegovina? European Journal of Pediatrics,
169(3), 349-353.

The Kidscreen Group. (2010). KIDSCREEN-27 [Internet]. KIDSC-
REEN home page. Available from: http://kidscreen.org/cms/
es/node/104

The World Bank's Classification of Countries by Income, 2022
https://blogs.worldbank.org/opendata/new-world-bank-
country-classifications-income-level-2022-2023. Accessed
December 2022.

Tong, E. M., Sparacino, P. S. Messias, D. K., Foote, D.,
Chesla, C. A, & Gilliss, C. L. (1998). Growing up with congeni-
tal heart disease: The dilemmas of adolescents and young
adults. Cardiology in the Young, 8(3), 303-309.

Uzark, K., Jones, K. Slusher, J., Limbers, C. A,
Burwinkle, T. M., & Varni, J. W. (2008). Quality of life in chil-
dren with heart disease as perceived by children and parents.
Pediatrics, 121(5), €1060-€1067.

Valentine, J. C., Pigott, T. D., & Rothstein, H. R. (2010). How many
studies do you need? A primer on statistical power for meta-
analysis. Journal of Educational and Behavioral Statistics, 35(2),
215-247.

Van Aert, R. C. M., Wicherts, J. M., & van Assen, M. A. L. M.
(2019). Publication bias examined in meta-analyses from psy-
chology and medicine: A meta-meta-analysis. PLoS One, 14(4),
€0215052.

Varni, J. W., Limbers, C. A., & Burwinkle, T. M. (2007). Impaired
health-related quality of life in children and adolescents with
chronic conditions: A comparative analysis of 10 disease clusters
and 33 disease categories/severities utilizing the PedsQL 4.0
generic core scales. Health and Quality of Life Outcomes, 16(5), 43.

85UBD 17 SUOLLLIOD BAIER.D 3eat|dde au3 Aq peusenob afe Sape YO 88N JO S9N 104 Afeiq 1 BUIIUO A3]IA UO (SUOIPUOD-PUR-SLLBYWI0D" A8 1M ARIq e |UO//SARY) SUORIPUOD PUe swis | 8U) &8s *[£202/2T/TT] uo Ariqiauliuo AB|IMm ‘AisieAlun 8 iseomeN Aq 5222 24pd/z00T OT/10p/wod A8 |mARiq Ut juo//Sdny woiy papeojumoq ‘0 ‘L2LT2L1e


https://doi.org/10.1111/jspn.12204
http://kidscreen.org/cms/es/node/104
http://kidscreen.org/cms/es/node/104
https://blogs.worldbank.org/opendata/new-world-bank-country-classifications-income-level-2022-2023
https://blogs.worldbank.org/opendata/new-world-bank-country-classifications-income-level-2022-2023

MAMASOULA ET AL.

Society for

Varni, J. W., Seid, M., & Rode, C. A. (1999). The PedsQL: Measure-
ment model for the pediatric quality of life inventory. Medical
Care, 37(2), 126-139.

Vernps, G. H., Vogels, A. G. C., Verloove-Vanhorick, S. P.,
Fekkes, M., Koopman, H. M. Kamphuis, R. P,
Theunissen, N. C. M., & Wit, J. M. (1998). Health-related qual-
ity of life measure for children the TACQOL+. Journal of
Applied Therapeutics, 4, 357-360. 18 Vogels AGC.

Wechsler, D. (1991). Wechsler Intelligence Scale for Children (3rd
ed.). The Psychological Corporation.

Werner, H., Latal, B., Valsangiacomo, B. E., Beck, I, &
Landolt, M. A. (2014). Health-related quality of life after open-
heart surgery. The Journal of Pediatrics, 164(2), 254-258. el.

Xiang, L., Su, Z., Liu, Y., Huang, Y., Zhang, X., Li, S., & Zhang, H.
(2019). Impact of family socioeconomic status on health-related
quality of life in children with critical congenital heart disease.
Journal of the American Heart Association, 8(1), €010616.

S WILEY-_L_2

~  Prevention

SUPPORTING INFORMATION

Additional supporting information can be found online
in the Supporting Information section at the end of this
article.

How to cite this article: Mamasoula, C.,
Pennington, L., Adesanya, A. M., & Rankin, J.
(2023). A systematic review and meta-analysis of
school and cognitive function domains of
health-related quality of life measures for children
and young adults with congenital heart disease.
Birth Defects Research, 1-23. https://doi.org/10.
1002/bdr2.2275

85UBD 17 SUOLLLIOD BAIER.D 3eat|dde au3 Aq peusenob afe Sape YO 88N JO S9N 104 Afeiq 1 BUIIUO A3]IA UO (SUOIPUOD-PUR-SLLBYWI0D" A8 1M ARIq e |UO//SARY) SUORIPUOD PUe swis | 8U) &8s *[£202/2T/TT] uo Ariqiauliuo AB|IMm ‘AisieAlun 8 iseomeN Aq 5222 24pd/z00T OT/10p/wod A8 |mARiq Ut juo//Sdny woiy papeojumoq ‘0 ‘L2LT2L1e


https://doi.org/10.1002/bdr2.2275
https://doi.org/10.1002/bdr2.2275

	A systematic review and meta-analysis of school and cognitive function domains of health-related quality of life measures f...
	1  INTRODUCTION
	2  METHODS
	2.1  Search strategy and study selection
	2.2  Eligibility criteria
	2.3  Data extraction and quality appraisal
	2.4  Data synthesis and statistical analysis
	2.5  HRQOL instruments measuring school and cognitive functioning dimensions

	3  RESULTS
	3.1  Characteristics of studies included
	3.2  Cognitive function domain of HRQOL
	3.3  School function domain of HRQOL
	3.4  School and cognitive function domains of HRQOL for young (<8years) and older (8-18years) children and young people wit...

	4  DISCUSSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES


