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Abstract: In the field of pediatric traumatic brain injury (TBI), relationships between pre-injury
and injury-related characteristics and post-TBI outcomes (functional recovery, post-concussion de-
pression, anxiety) and their impact on disease-specific health-related quality of life (HRQoL) are
under-investigated. Here, a multidimensional conceptual model was tested using a structural equa-
tion model (SEM). The final SEM evaluates the associations between these four latent variables. We
retrospectively investigated 152 children (8-12 years) and 148 adolescents (13-17 years) after TBI
at the recruiting clinics or online. The final SEM displayed a fair goodness-of-fit (SRMR = 0.09,
RMSEA = 0.08 with 90% CI [0.068, 0.085], GFI = 0.87, CFI = 0.83), explaining 39% of the variance
across the four latent variables and 45% of the variance in HRQoL in particular. The relationships
between pre-injury and post-injury outcomes and between post-injury outcomes and TBI-specific
HRQoL were moderately strong. Especially, pre-injury characteristics (children’s age, sensory, cog-
nitive, or physical impairments, neurological and chronic diseases, and parental education) may
aggravate post-injury outcomes, which in turn may influence TBI-specific HRQoL negatively. Thus,
the SEM comprises potential risk factors for developing negative post-injury outcomes, impacting
TBI-specific HRQoL. Our findings may assist healthcare providers and parents in the management,
therapy, rehabilitation, and care of pediatric individuals after TBL
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1. Introduction

The estimated incidence of traumatic brain injuries (TBI) is more than 50 million
individuals worldwide annually and around 262 per 100,000 inhabitants in Europe [1].
Independently of TBI severity, children and adolescents may experience a variety of im-
pairments following TBI that negatively affect their functioning, participation, and quality
of life. Post-TBI outcomes are also frequently characterized by emotional disorders [2,3],
post-concussion symptoms (PCS) [4], and prolonged functional recovery. More specifi-
cally, increased levels of anxiety and depression after TBI have been reported in children
with a history of TBI [5]. Pre-morbid psychiatric impairment has also been associated
with more severe depressive symptomatology [6] and a higher number of PCS [7] after
TBI. Depression [2] and PCS [4] have also been linked to current poor mental health in
family members.

Regarding socio-demographics, a lower socioeconomic status (SES) is related to a
higher frequency of PCS [8] and an increased risk of developing depression after TBI [6,9].
However, findings concerning the impact of age on PCS and anxiety are inconclusive.
Some studies have noted more severe anxiety [10] and PCS [11,12] in older children, while
other studies show the opposite [3,13,14]. Regarding sex, girls report more PCS compared
with boys after TBI [13,15], but no relevant differences are reported concerning mental
health [16].

Concerning injury characteristics, higher TBI severity has a negative impact on various
outcomes after pediatric TBI, including functional recovery [17], cognitive performance [18],
social functioning [19], and HRQoL [17]. It is also correlated with an increased prevalence
of anxiety disorders [20], with a less robust association with depression [21]. Frontal lobe
lesions have been linked to depression [2] and anxiety [3,16,22], as has the presence of
intracranial abnormalities and more severe PCS in the acute phase of pediatric TBI [8].
Cognitive impairments after TBI were linked to the depth [23] as well as the number and
volume of brain lesions [24].

The prevalence of post-injury outcomes, e.g., pediatric PCS, ranges from 29.3% to 52%
depending on the diagnostic criteria, assessment tools, and patient populations [7]. They
may persist for weeks or become chronic [25], interfering with normal school function-
ing [26]. At the subclinical and clinical levels, depression and anxiety range from 1.6%
to 60% [3,27]. They are often highly comorbid [23], persisting over many years beyond
childhood [28]. In addition, behavioral difficulties can persist five years after TBI [29].

Previous research has mostly assessed outcomes after pediatric TBI unidimensionally
and relied on parental reporting, which may lead to rater bias [30], misdiagnoses, or a failure
to detect individuals at risk of developing emotional [31] and psychosocial problems [32]
and impaired functional recovery [33].

The multidimensional assessment of HRQoL represents a step towards capturing
a more comprehensive patient-centered picture of the consequences of TBI in several
domains of life. It encourages collecting children’s and adolescents’ self-reports after TBI
and is well suited to capture the complex nature of TBI from a subjective perspective. This
multidimensional construct covers individuals” well-being in the domains of emotional,
cognitive, physical, social, and daily life functioning and can be measured using generic or
disease-specific instruments [34]. Generic tools may not be particularly sensitive to specific
aspects and sequelae of a defined disease or health condition. Also, in the field of TBI, the
disease-specific HRQoL measurement can be more sensitive to the impact of TBI in the
respective life domains [35]. Reduced HRQoL has been consistently reported in children
after TBI [36] until young adulthood [37]. Moreover, poorer HRQoL has been linked to
depression [6,21] and PCS [38], persisting up to 12 months after TBI [39]. Lower physical
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and cognitive HRQoL has also been associated with the length of functional recovery and
the initial severity of TBI symptoms in young athletes [40].

The multitude of impaired outcomes after TBI underlines the need for a comprehen-
sive multidimensional outcome assessment [34,41] to broadly capture the effect of pediatric
TBL The resulting conclusions could support the development of early personalized clinical
interventions and care to prevent, manage, and ameliorate adverse outcomes in children
and adolescents after TBI and provide important information for the affected families.
However, an empirical operationalization of a comprehensive multidimensional biopsycho-
logical model [41,42] of factors influencing post-TBI outcome and their effects on HRQoL is
missing so far in the field of pediatric TBL

The aim of this pediatric TBI study is to test a multidimensional conceptual model
investigating the relationship between pre-injury and injury-related characteristics and post-
injury outcomes (depression, anxiety, PCS, functional recovery), as well as their impact on
TBI-specific HRQoL. In the clinical context, a multidimensional model offers the possibility
of a truly comprehensive outcome evaluation. Based on this, guidance is provided on
how to treat a pediatric individual after TBI with specific pre-injury and injury-related
characteristics, e.g., identifying those that should receive priority treatment compared to
low-risk patients.

2. Materials and Methods
2.1. Study and Study Participants

For this retrospective multicenter study, 300 participants with a history of TBI from the
German-language context were included, meeting the following criteria: (a) 8-17 years of
age; (b) a diagnosis of TBI at least 3 months but no more than 10 years before study participa-
tion; (c) a formal Glasgow Coma Scale (GCS) score or TBI severity recorded; (d) outpatients
(or about to resume inpatient treatment); and (e) able to understand and answer the ques-
tions. Participants were excluded if they: (a) were currently in a vegetative state (i.e., mini-
mally conscious state according to the Coma Recovery Scale-Revised); (b) had spinal cord
damage; (c) had severe mental illness before TBI (e.g., psychosis, autism, etc.); (d) had
epilepsy before TBI; (e) had a disease leading to death; or (f) had very severe poly-trauma.

Further clinical details, such as loss of consciousness, amnesia, requirement for ven-
tilation, neurosurgical intervention, presence of a lesion on imaging, resuscitation, nau-
sea/vomiting, and post-traumatic epilepsy, were also collected. This information was used
to describe the TBI in the absence of a GCS score. An open-ended text field completed for
other post-TBI symptoms contained post-TBI agitation and/or delirium, reported in eight
children (2.7%).

Participants who met the inclusion criteria were contacted by postal mail and invited
to participate in the study. Participants and their families were informed about the research
aim and procedure before giving their written consent. All participants and their parents
signed the informed consent and medical records release form. Participants were recruited
from January 2019 until January 2022 from hospital registries in Germany.

A sample size estimation for the project was performed beforehand for all planned
analyses assuming equal numbers of factors in all age groups indicating the need for at
least 140 subjects per age group [43].

2.2. Ethical Approval

The study was conducted in accordance with all relevant laws of Germany including
but not limited to the ICH Harmonized Tripartite Guideline for Good Clinical Practice (“ICH
GCP”) and the World Medical Association Declaration of Helsinki (“Ethical Principles for
Medical Research Involving Human Subjects”). The study (application number 19/4/18)
was approved by the Ethics Committee of the University Medical Center in Gottingen.
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2.3. Procedure

The examinations were administered face-to-face at the recruiting clinics (74.7%)
or online (25.3%). Eligible and consenting participants, their parents, and investigators
provided the data. Clinical data were retrieved from medical records by clinicians and
psychologists and transcribed into the patient case report forms (CRFs). Parents filled
out paper and pencil CRFs at the recruiting centers or sent these back via postal mail.
Age-appropriate CRF booklets were administered to two different age groups (8-12 and
13-17 years of age). The age split was based on the biopsychosocial developmental model of
Havighurst [44] and recent pediatric HRQoL research studies, which describe, for example,
the development of the Pediatric Quality of Life Inventory [45].

2.4. Methods

A comprehensive multidimensional conceptual model (Figure 1) inspired by the
depiction of a trajectory analysis of PCS [41] was tested empirically in this study using a
structural equation measurement modeling (SEM) approach. Four groups of factors were
used to construct the final empirical model: pre-injury and injury-related characteristics,
post-injury outcomes, and disease-specific HRQoL.

Loss of
consciousness

Neurosurgical
intervention

Severity of Imaging finding
injury (lesion)
Time since
injury

Pre-injury TBI-specific HRQoL
characteristics (QOLIBRI-KID/ ADO)

Post-injury
outcome

Figure 1. Multidimensional conceptual model for testing factors impacting TBI-specific HRQoL.

2.4.1. Pre-Injury Characteristics

The conceptual recursive model contained the following pre-injury data: age (from
medical records) and sex, parental education, employment status, previous TBIs, presence
of neurological disease, presence of chronic disease, treatment for mental health disorder
prior to the injury, any sensory, cognitive, or physical impairment (reported by parents).
Pre-injury characteristics form a latent variable that takes into account the effect of chronic
diseases, as well as age, sex, etc. This allows the influence of, for example, chronic diseases
to be controlled for, since pre-injury characteristics are related to the rest of the latent
variables in the model, including the post-injury outcome.

2.4.2. Injury-Related Characteristics

Clinical data retrieved from the medical notes included the severity of the injury,
presence of any lesion detected by CT or MRI, presence of retrograde amnesia, LOC, and
neurosurgical intervention following injury, and time since injury.
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2.4.3. Post-Injury Outcomes

Functional recovery was determined using clinical ratings using the Kings Outcome
Scale for Childhood Head Injury (KOSCHI, assessed by investigators during the inter-
view) [46]; PCS was measured by administering the Post-Concussion Symptom Inventory
(PCSI, self-completed by patients) [47]. Major depression disorder was assessed using the
Patient Health Questionnaire 9 (PHQ-9) [48] completed by parents, as was the Generalized
Anxiety Disorder-7 (GAD-7) [49]. Self-reported TBI-specific HRQoL was captured using
the Quality of Life after Traumatic Brain Injury in Kids/Adolescents (QOLIBRI-KID/ADO)
questionnaire [50]. Details of the instruments can be found in Appendix A—Instruments
and measures.

2.5. Statistical Considerations

During the process of the model building based on the multidimensional concep-
tual model (Figure 1), the following continuous variables were used: age, time since
injury, PCSI, PHQ-9, GAD-7, and QOLIBRI-KID/ADO. In addition, the following
dichotomized variables were used: sex (0—Female, 1—Male), parental education
(0—University, 1—Other than university), parental employment (0—Employed >35 h per
week, 1—Other than >35 h per week), previous TBI (0—None, 1—One or more), TBI
severity (0—Mild, 1—Moderate or severe), and KOSCHI (0-3a, 3b, 4a, 4b; 1-5a, 5b). The
remaining variables (i.e., prior cognitive, sensory, or physical impairment; the presence of
neurological disease or chronic disease; treatment for mental health disorder prior to injury;
the presence of any lesion detected by CT or MRI; the presence of retrograde amnesia; LOC;
neurosurgical intervention following injury) were dichotomized to either 0 (No) or 1 (Yes).

Descriptive statistics were calculated to summarize all variables, subscales, and total
scores of the measures by age group: KIDs (8-12 years), ADOs (13-17 years), and overall.
Means, standard deviations, medians, and ranges were used for continuous variables,
and counts and percentages for categorical variables. Continuous data were assessed
for normality. In the absence of normality, data were transformed using the appropriate
transformation (e.g., square root transformation for zero-inflated data or small values, or
log transformation for positively skewed data).

Differences between the two age groups were investigated using parametric and non-
parametric tests, depending on the data distribution. Differences between SES, measured
in terms of parental education, and HRQoL, PCS, anxiety, and depression symptoms
(assessed with the QOLIBRI-KID/ADO, PCSI, GAD-7, and PHQ-9) were also examined
using non-parametric Kruskal-Wallis tests.

2.6. Missing Data

Missing data for self-reported measures were expected at the item or scale level. For
missing data at the item level, prorating was performed for all self-reported measures if
a minimum number of items had been completed. For PCS], if the number of missing
items was one or two, prorating was used to calculate a score [51]. If up to one-third of the
values of the PHQ-9 and the GAD-7 were missing, they were substituted with the mean
score of the non-missing items when calculating a total score. For the QOLIBRI-KID/ADO,
prorating was applied if up to one-third of subscale values were missing.

To fully utilize all the available information from the study data set in the presence
of missing values, the full information maximum likelihood (FIML) method was used
to handle missing data on demographics and clinical characteristics and in cases where
the entire questionnaires were missing. All analyses were conducted using SAS software,
version 9.4, using the PROC CALIS procedure.

2.7. Path Analysis

The following latent factors were integrated into the path analysis: pre-injury and
injury-related characteristics, post-injury outcome, and TBI-specific HRQoL. The indicator
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variables defining each latent variable are listed in the multidimensional conceptual model
section (see Figure 1).

A two-step procedure was performed [52] in building the final empirical SEM, starting
with the initial measurement model, its validation, and revision as necessary, followed
by modification of the measurement model to develop the empirical model (including
revision if needed). The use of SEM was confirmatory. The data were not nested, and all
observations were independent.

First, the measurement model for testing the strength of the relationship between the
observed variables and the factors was created using a confirmatory analysis. Path analysis
determined whether the model accounted for the relationships observed in the sample. It
was also checked whether the direction of the relationships between the observed variables
in the conceptual model was valid for the sample. The covariance was estimated to relate
each latent variable to each other. Every latent variable contained at least four manifest
variables. Furthermore, a composite reliability index and variance extracted estimates
were calculated for each latent factor. A composite reliability index assesses the degree of
reliability with which the latent factor explains the variance in indicator variables. This is
an indicator of the internal consistency of indicators within a given factor [52]. A reliability
index of 0.70 is considered to be acceptable [53]. Variance extracted estimates, which should
be above 0.49 [54], assess the amount of variance captured by latent factors in relation to
the variance attributable to measurement error.

In the second step, the measurement model was modified to create an empirical
model based on the original conceptual model. The model was tested and revised until a
theoretically and statistically acceptable model was obtained.

Recommendations for reporting the results of data analyzed using structural equation
modeling [55] were followed, as were those for the range of fit statistics considered for the
model fit. As reliance on a single fit criterion is not recommended [56], a range of global fit
statistics was used (desirable values in parentheses) as follows:

The ratio of chi-square statistics/degrees of freedom (x?/df < 3) [57];

The root mean square error of approximation (RMSEA; mediocre within 0.08-0.10, fair

within 0.05-0.08, ideal fit < 0.05), as well as 90% confidence limits (adequate within

0.0001-0.090, ideal within 0.0001-0.054) [58];

Standardized root mean square residual (SRMR; ideal < 0.055) [58];

Goodness-of-fit index (GFI) and comparative fit index (CFI) (>0.90 acceptable, >0.94 very

good fit) [58].

All indices were checked and the model was modified until it was acceptable, until the
factors made theoretical or clinical sense and further modifications were not appropriate.
All changes from the original conceptual model were documented. Standardized graphical
model solutions were presented.

3. Results
3.1. Participants

A total of 300 children and their parents participated in the study, with 152 in the
KID group and 148 in the ADO group; see the flow chart in Figure 2. The participants’
pre-injury characteristics are summarized in Table 1. There were more males (59.3%), a
high proportion of participants lived in a family where at least one parent worked more
than 35 h per week (87.3%), and in 63.0% of the families, at least one parent was educated
to university level. The majority of participants reported no previous TBI (81.7%), had no
previous cognitive, sensory, or physical impairment (71.3%), prior neurological disease
(91.3%), chronic disease (73.0%), or treatment for mental health disorders (89.0%). There
was no evidence of statistically significant differences in pre-injury characteristics between
the KID and ADO groups.
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Contacted forstudy
participation
(n>5000)
Consentto participate
not obtained
(n~4700)
Consented andregistered
to the study
(n=302)
Excluded

Fulfilled the criteria and

Epilepsy prior TBI (n=1)
Ischemicstroke, not TBI (n=1)

included in the study
(n=300)
Number of imputed data : Kids  Adolescents Number of imputed data
o . » (8-12yearsold) (13-17yearsold) |« o .
points (n=61)using FIML (n=152) (n=148) points (n=67)using FIML

Figure 2. Flow chart of study participants and number of imputed items in the SEM building. Note.
FIML = Full Information Maximum Likelihood; Sociodemographic and injury-related characteristics
of the two pediatric TBI age groups are listed separately and overall in Table 1 as well as significant
group differences. Missing data points can be found in Tables 1-3.

Table 1. Sociodemographic and injury-related characteristics of children and adolescents after TBI.

Children’s Characteristics (nlill'éz) (nA=DlS:8) (nt)t;(}o) (Chi,f{q/:le:: al
Pre-Injury Characteristics
Age (years) N/A
Mean (SD) 10.6 (1.40) 15.2 (1.47) 12.9 (2.72)
Median (Range) 10.5 (8.0-12.9) 14.9 (13.0-17.9) 12.9 (8.0-17.9)
Sex N (%) (0.44, 1) 0.508
Female 58 (38.2) 62 (41.9) 120 (40.0)
Male 93 (61.2) 85 (57.4) 178 (59.3)
Missing 1(0.7)* 1(0.7) 2(0.7)
Education (of both parents) N (%) (0.91,1) 0.340
University 97 (63.8) 92 (62.2) 189 (63.0)
Other than university 44 (28.9) 53 (35.8) 97 (32.3)
Missing 11 (7.9) 3(2.0) 14 (4.7)
Employment (of both parents) N (%) (0.86,1) 0.353
Employed (>35 h/week) 129 (84.9) 133 (89.9) 262 (87.3)
Other than >35 h/week 18 (11.8) 13 (8.8) 31 (10.3)
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Table 1. Cont.

Children’s Characteristics (nI:IEZ) (nA=DlS1)8) (nt)t;(:()) (Chi,f?/;f: 40

Missing 5(3.3) 2 (1.4) 7(2.3)

Previous TBIN (%) (0.01,1) 0.941
No 126 (82.9) 119 (80.4) 245 (81.7)
One or more TBIs 26 (17.1) 24 (16.2) 50 (16.7)
Missing 0(0.0) 5(3.4) 5(1.7)

Prior cognitive, sensory, or physical impairment N (%) (0.83,1) 0.362
No 112 (76.7) 102 (68.9) 214 (71.3)
Yes 40 (26.3) 46 (31.1) 86 (28.7)

Neurological disease N (%) (0.39,1) 0.535
No 143 (94.1) 131 (88.5) 274 (91.3)
Yes 9(5.9) 11 (7.4) 20 (6.7)
Missing 0(0.0) 6(4.1) 6(2.0)

Chronic disease N (%) (0.55, 1) 0.457
No 116 (76.3) 103 (69.6) 219 (73.0)
Yes 36 (23.7) 39 (26.4) 75 (25.0)
Missing 0(0.0) 6(4.1) 6 (2.0)

Treatment for mental health disorder N (%) (2.64,1)0.104
No 137 (90.1) 130 (87.8) 267 (89.0)
Yes *** 9(5.9) 17 (11.5) 26 (8.7)
Missing 6(3.9) 1(0.7) 7(2.3)

Injury-Related Characteristics

TBI severity N (%) (0.57,1) 0.452
Mild 106 (69.7) 109 (73.6) 215(71.7)
Moderate or severe 46 (30.3) 39 (26.4) 85 (28.3)

Imaging finding (lesion) N (%) (0.05,1) 0.819
No 105 (69.1) 99 (66.9) 204 (68.0) **
Yes 43 (28.3) 43 (29.1) 86 (28.7%)
Missing 4(2.6) 6(4.1) 10 (3.3)

Retrograde amnesia N (%) (12.64, 1) <0.001
No 124 (81.6) 93 (62.8) 217 (72.3)
Yes 25 (16.4) 50 (33.8) 75 (25.0)
Missing 3(2.0) 5(3.4) 8(2.7)

Loss of consciousness N (%) (4.09,1) 0.043
No 111 (73.0) 92 (62.2) 203 (67.7)
Yes 40 (26.3) 55 (37.2) 95 (31.7)
Missing 1(0.7) 1(0.7) 2(0.7)

ﬁf:;:;;nggal intervention following (0.32,1) 0571
No 127 (83.6) 120 (81.1) 247 (82.3)
Yes 24 (15.8) 27 (18.2) 51 (17.0)

Missing 1(0.7) 1(0.7) 2(0.7)
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Table 1. Cont.

Children’s Characteristics (nlilzz) (nA=DlSL)8) (nz)t;(:O) (Chi"fg;lli:ll‘:, df)
Time since injury (years)
Mean (SD) 4.2 (2.55) 4.9 (2.95) 45 (2.78) N/A
Median (Range) 3.7(0.2,9.4) 45(0.2,10.2) 4.1(0.2,10.2)
Missing 0 1 1

Note. Significance tests: Chi-square tests—categorical data, N/A = not available. Missing—reported if any values
in the variable are missing. * One child in the KID group was reported as Diverse; they were categorized as
missing in the model. Education: the highest achieved of both parents. Employment: the longest of both parents.
** In 162 cases (54.0%) no CT or MRI was undertaken. *** One child in the KID group and seven children in the
ADO group had reported mood symptoms. Due to the low proportions of different types of chronic diseases in
our sample, we used a dichotomized variable for recording the presence of chronic diseases (Yes/No). Chronic
disease types included allergies (n = 14, 4.7%), mental, neurological, and behavioral diseases (n = 11, 3.7%),
respiratory tract diseases (n = 10, 3.3%), hematological and immunological diseases (n = 6, 2%), musculoskeletal
and connective tissue diseases, skin diseases, endocrine, nutritional and metabolic diseases, visual and hearing
impairment, diseases of the heart and circulatory system, diseases of the gastrointestinal or urogenital tract, or
other diseases (n = 23, 7.7%). The presence of chronic disease was mentioned by 11 children (3.7%) without
specifying the type of disease.

Table 2. Summaries of post-injury outcome measures.

Post-Injury Outcome Measures KID (n = 152) ADO (n = 148) Total (n = 300) (Test Statistic, df)

p-Value
KOSCHI N (%) (8.55, 1) 0.004
3a, 3b, 4a, 4b 8(5.3) 23 (15.5) 31(10.3)
5a, 5b 144 (94.7) 125 (84.5) 269 (89.7)
PCSI*®
Mean (SD) 5.0 (5.48) 19.8 (18.02) N/A N/A
Median (Range) 3.0 (0-27) 13.5 (0-75)
Missing 19 22
GAD-7 (0.85, 1) 0.358
Mean (SD) 3.6 (3.07) 3.4 (3.56) 3.5(3.32)
Median (Range) 3.0 (0-13) 2.0 (0-17) 2.0 (0-17)
Missing 5 2 7
PHQ-9 (1.73,1) 0.188
Mean (SD) 3.9 (3.36) 4.7 (4.19) 4.3 (3.81)
Median (Range) 3.0 (0-17) 4.0 (0-21) 3.0 (0-21)
Missing 5 2 7
GAD-7 (as categorical) N (%) N/A
None or minimal anxiety (0—4) 98 (64.5) 110 (74.3) 208 (69.3)
Mild anxiety (5-9) 43 (28.3) 24 (16.2) 67 (22.3)
Moderate to severe anxiety (>10) 6(3.9) 12 (8.1) 18 (6.0)
Missing 5(3.3) 2(1.4) 7(2.3)
PHQ-9 (as categorical) N (%) N/A
None or minimal depression (0—4) 98 (64.5) 89 (60.1) 187 (62.3)
Mild depression (5-9) 38 (25.0) 37 (25.0) 75 (25.0)
Moderate to severe depression (>10) 11 (7.0) 20 (13.5) 31 (10.3)
Missing 5(3.3) 2(1.4) 7 (2.30)

Note.  in the model, a standardized score was used due to different scales for each age group. Tests: Kruskal-
Wallis test—continuous data. Chi-square test—categorical data, N/A = not available.
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Table 3. QOLIBRI-KID/ADO summaries (subscales and total scores).

QOLIBRI-KID/ADO (nI:IEZ) (nA=DlSL)8) (nz)t;(:o) (Chi;-f{qf::lf: 40

Total score (10.39, 1) 0.001
Mean (SD) 76.9 (10.71) 72.6 (11.46) 74.8 (11.27)
Median (Range) 76.4 (43.6-96.4) 73.6 (27.1-93.6) 75.7 (27.1-96.4)
Missing 0 3 3

Cognition (18.78, 1) <0.001
Mean (SD) 78.6 (11.64) 71.7 (14.29) 75.2 (13.45)
Median (Range) 78.6 (42.9-100) 75.0 (25-100) 75.0 (25-100)

Self (52.54, 1) <0.001
Mean (SD) Missing 86.3 (11.83) 73.6 (16.41) 80.1 (15.61)
Median (Range) 90.0 (40-100) 75.0 (15-100) 85.0 (15-100)
Missing 0 1 1

Daily life and autonomy (11.37, 1) <0.001
Mean (SD) Missing 88.7 (10.20) 0 84.5 (12.24) 2 86.6 (11.42) 2
Median (Range) 92.9 (42.9-100) 89.3 (28.6-100) 89.3 (28.6-100)
Missing 0 2 2

Social relationships (13.04, 1) <0.001
Mean (SD) 84.0 (12.24) 79.3 (12.85) 81.7 (12.75)
Median (Range) 87.5 (37.5-100) 79.2 (29.2-100) 83.3 (29.2-100)

Emotions (0,1)0.997
Mean (SD) 52.6 (25.02) 53.4 (23.08) 53.0 (24.05)
Median (Range) 56.3 (0-100) 50.0 (6.3-100) 53.1 (0-100)

Physical problems (1.06, 1) 0.303
Mean (SD) 61.9 (23.47) 65.2 (19.58) 63.5 (21.66)
Median (Range) 62.5 (0-100) 66.7 (8.3-100) 66.7 (0-100)

Note. Tests: Kruskal-Wallis. Missing—reported if any values in the variable are missing. QOLIBRI-KID/ADO
domains: Cognition: 7 items, Self: 5 items, Daily life and autonomy: 7 items, Social relationships: 6 items,
Emotions: 4 items, Physical problems: 6 items. Range 0-100, a higher score indicates better HRQoL.

In terms of injury characteristics, a large proportion of participants had experienced a
mild TBI (71.7%). Lesions in the CT or MRI were reported for 28.7% of participants, 25.0%
of individuals reported retrograde amnesia and 31.7% experienced LOC. Neurosurgical
interventions were necessary for 17.0% of the patients. The time since injury ranged
from 0 to 10 years, as per eligibility criteria, with a median of 3.7 years in the KID group
and 4.5 years in the ADO group. Statistically significant differences were determined
between age categories concerning retrograde amnesia and LOC following injury; a higher
proportion of participants in the ADO group reported amnesia and LOC compared with
those in the KID group.

Summaries of the post-injury outcome measures are presented in Table 2. PCSI
scores were log-transformed due to severe skewness and then standardized for building
the model because the scales for the KID and ADO groups were different. The square
root transformation was used for the PHQ-9 and GAD-7 scores due to the data being
positively skewed. The majority of participants (89.7%) reported good or complete recovery
(categories 5a or 5b, respectively) as measured by the KOSCHI. The mean post-injury PCSI
score for ADOs was 19.8 points (of a maximum of 75 points) and 5 points for KIDs (out of
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27 points). Overall, 69.3% of the parents reported no or minimal anxiety, and 62.3% of the
parents reported no or minimal depression in their children.

QOLIBRI-KID/ADO self-reported scores by subscale and overall are summarized
in Table 3. There were statistically significant subscale differences between the KID and
ADO groups in terms of the total score, cognition, self, daily life and autonomy, and social
subscales. The ADO group reported lower HRQoL in all these subscales compared to the
KID group.

Scores for depression, anxiety, post-concussion symptoms, and HRQOL differentiated
by parental education are listed in Table 4. There was no evidence of statistically significant
differences between QOLIBRI-KID/ADO Total and PCSI self-reported scores concerning
parental education. However, differences between parent-reported GAD-7 and PHQ-9
scores and parental education were statistically significant. Children’s GAD-7 and PHQ-9
scores were lower in households with at least one parent with a university education
compared with households with parents with other than a university education.

Table 4. QOLIBRI-KID/ADO, GAD-7, PHQ-9, PCSI scores, and parental education.

University Other than University Missing (2, df)
(n =189) (n=97) (n=14) p-Value
QOLIBRI-KID/ ADO Total (3.07, 1) 0.080
Mean (SD) 75.6 (10.73) 72.5 (12.36) 78.4 (8.32)
Median (Range) 75.7 (47.9-96.4) 73.6 (27.1-95) 80.4 (62.1-90)
Missing 1 2 0
PHQ-9 (7.95,1) 0.005
Mean (SD) 3.9 (3.67) 5.2 (4.01) 2.8 (2.64)
Median (Range) 3.0 (0-21) 4.0 (0-17) 2.0 (0-9)
Missing 1 1 5
GAD-7 (5.74,1) 0.017
Mean (SD) 3.1(3.03) 4.3 (3.74) 2.9 (3.06)
Median (Range) 2.0 (0-17) 3.0 (0-16) 2.0 (0-10)
Missing 1 1 5
PCSI Total (log z-transformed) (3.15,1) 0.076
Mean (SD) —0.1(0.95) 0.2 (1.08) —0.2 (1.07)
Median (Range) 0.0 (—2.6-2.1) 0.4 (—2.6-2.1) 0.1 (—1.6-1.7)
Missing 18 21 2

Note. Kruskal-Wallis test. Due to different scales for PCSI, the PCSI log z-transformed score was used for testing
differences between education groups. Missing—reported if any values in the variable are missing.

3.2. Missing Data

No systematic pattern was observed in the structure of the missing data. In all but
the PCSI variable, there were 5% or fewer values missing in the indicator variables. We
considered data to be missing completely at random. A total of 13.7% of overall PCSI scores
were missing for the participants recruited at the beginning of the study due to the PCSI
questionnaire data not being collected at that time.

3.3. Overview of the Analysis
3.3.1. The Initial and the Revised Measurement Model

The initial measurement model comprised all variables and latent factors as stated in
the multidimensional conceptual model (see Figure 1).

The goodness-of-fit statistics for the initial measurement model are presented in
Table 5. The measurement model was re-specified to contain only indicator variables with
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significant factor loadings (p-value < 0.01); those whose factor loadings were not significant
were excluded: sex, employment, previous TBI, and time since injury.

Table 5. Model fitting of measurement and empirical models.

Measurement and SEMs for QOLIBRI-KID/ADO-FIML Method

Fit Statistics

Model Difference
Description 2 df p-Value  SRMR RMSEA  R<MSEA GFI CFI  between Models
(Ratio x?/df) 90% CI 2 qs
x* diff, df, p-Value
1. Initial
measurement model 5712 246 (2.3) <0.0001  0.0849  0.0664  [0.0593,0.0735]  0.8598  0.8290
(all variables in)
2. Revised
xiso‘gfmem model 55 164 (2.8) <0.0001  0.0887 00765 [0.0682,0.0850] 0.8664  0.8351
non-significant paths
- 3.8, 1 df, 0.051
3. First SEM 456.0 165 (2.8) <00001 00900 00767  [0.0683,0.0851] 08659 08334 \l Tl
02,1 df, 0.655
4. Revised final SEM *  456.2 166 (2.7) <0.0001 00901 00763  [0.0680,00847] 08660 08339 (Model4-Model3)

4.0,2df, 0.135
(Model 4-Model 2)

Note. * pathway “Injury-related characteristics” to “TBI-specific HRQoL” removed. Chi-squared difference
between the revised SEM and revised measurement model is 4.0 with df = 2, p = 0.135. This suggests that the
revised SEM accounts for the observed covariances between the factor variables in the structural portion of the
model and the revised SEM is not different from the revised measurement model. X? = chi-square statistic, df
= degrees of freedom, SRMR = standardized root mean square residual, RMSEA = root mean square error of
approximation, GFI = goodness-of-fit index, CFI = comparative fit index.

3.3.2. The First and Revised Empirical SEM

With a sample of 300 participants and 166 degrees of freedom (df), the statistical power
of the model was approximately 0.99. The global fit statistics and model are shown in
Table 5. The goodness-of-fit values in the first empirical SEM were similar to those in the
revised measurement model for the CFI with a value of 0.83, the GFI 0.87, the SRMR 0.09,
and the RMSEA 0.08. The 90% RMSEA confidence limits were acceptable, with a 90% CI
[0.068, 0.085]. All the goodness-of-fit values suggest a fair model fit.

The absolute value of the t-statistics for each factor loading and path coefficient
between pre-injury characteristics and post-injury outcome, and post-injury outcome and
TBI-specific HRQoL, exceeded 1.96. The path coefficient linking the latent constructs
of pre-injury characteristics and injury-related characteristics and the path coefficients
from injury-related characteristics to the post-injury outcome and TBI-specific HRQoL
displayed a t-value smaller than 1.96, suggesting there is evidence that these paths are not
statistically significant. The standardized path coefficient for the path from pre-injury to
injury-related characteristics was small, at 0.14. The standardized path coefficients from
injury-related characteristics to post-injury outcome (0.09) and TBI-specific HRQoL (0.02)
were also small. This indicates that the model does not account for the relationship between
these latent factors. Therefore, in the revised empirical SEM, the weakest path between
injury-related characteristics and TBI-specific HRQoL was removed with no change to the
revised measurement model (Table 5).

The chi-square difference value comparing the first empirical model with the revised
measurement model was 3.8 (df = 1, p = 0.051), suggesting that the empirical model provides
an adequate fit with the data and is not significantly worse than the fit of the revised model
(Table 5).

Reliability estimates for the variables in the final SEM and the variance extracted
estimates are listed in Table 6. The values of the composite reliability for pre-injury
characteristics (reliability r = 0.49) and post-injury outcomes (r = 0.56) are below 0.70.
Injury-related characteristics and TBI-specific HRQoL fulfill this requirement. The variance
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extracted for the injury-related characteristics was the largest, at 57%. Overall, the average
variance estimate was 0.39 across the four factors. The standardized factor loadings for the
indicators measuring the relevant latent factors were statistically significant, suggesting the
convergent validity of the indicators; however, the magnitude of some factor loadings was
small (below 0.4); the standardized absolute values of factor loadings ranged from 0.22 to
0.92; none of these were negligible (Table 6).

Table 6. Properties of the revised model.

Variance Extracted

Construct and Indicators Standardized Loading t? Reliability Estimate
Pre-injury characteristics 0.49°
Age 0.24 331 0.06
Education 0.30 4.04 0.09
Sensory, cognitive or physical impairment 0.36 5.21 0.13 0.16
Neurological disease 0.22 2.87 0.05
Chronic disease 0.49 6.77 0.24
Treatment for mental health disorder 0.61 8.87 0.37
Injury-related characteristics 0.83°
Imaging finding (lesion) 0.86 36.97 0.75
Neurosurgical intervention 0.70 20.65 0.49 0.57
LOC 0.43 8.60 0.19
Severity of injury 0.92 42.48 0.84
Post-injury outcome 0.56 P
PCSI 0.36 5.98 0.13
KOSCHI —0.24 —4.00 0.06 0.38
PHQ-9 0.88 26.26 0.78
GAD-7 0.75 21.39 0.57
TBI-specific HRQoL (QOLIBRI-KID/ADO) 0.82°
Cognition 0.82 30.63 0.67
Self 0.72 21.53 0.52
Daily life and autonomy 0.79 27.56 0.62 0.45
Social relationships 0.76 24.64 0.57
Emotions 0.36 6.46 0.13
Physical problems 0.41 7.74 0.17

Note.  All t-tests were significant at p < 0.01. ® Denotes composite reliability. The average variance is 0.39. The
variance extracted estimate is calculated as the sum of squared factor loadings over the sum of squared factor
loadings and the sum of error terms.

The findings suggest that the amount of variance captured by the factors of pre-injury
characteristics and post-injury outcome is smaller compared with the variance due to
random measurement error.

The final revised SEM contains the following latent factors and indicator variables (in
brackets): pre-injury characteristics (age, education, composite of sensory, cognitive, or
physical impairment, neurological disease, chronic disease, and treatment for mental health
disorder), post-injury characteristics (severity of injury, LOC, neurosurgical intervention,
and imaging finding), post-injury outcome (KOSCHI, PHQ-9, GAD-7, and PCSI), and
TBI-specific HRQoL (QOLIBRI-KID/ADO) (Figure 3). The model fit indices suggest a fair
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model fit with values of SRMR (0.09), RMSEA (0.08), 90% CI [0.068, 0.085], GFI (0.87), and
CFI (0.83) (Table 5).
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GFI 0.8660
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Figure 3. Final empirical SEM path diagram showing the final parameter estimates and their statistical
significance. Note. Significant estimates are flagged with an asterisk (** p < 0.01). The pathway from
Post-injury outcome to TBI-specific HRQoL in green: higher scores in GAD-7, PHQ-9, and PCSI are
negatively associated with TBI-specific HRQoL (lower QOLIBRI-KID/ADO scores).

4. Discussion

The present study aimed to assess a multidimensional conceptual framework of factors
impacting outcomes after TBI, inspired by an illustration of the development of PCS [41].
From this framework model, we developed an SEM investigating pre-injury, injury-related
characteristics, and post-injury outcomes impacting HRQoL after pediatric TBI.

Before examining the final model, differences in pre-injury and injury-related charac-
teristics between the KID and the ADO groups were explored. The groups only differed
concerning retrograde amnesia, where a higher proportion of ADOs reported retrograde
amnesia compared to the KIDs. This may be because more adolescents have suffered
LOC. Regarding recovery status, good or complete recovery was reported more frequently
than moderate or severe disability. This pattern of predominantly good recovery after
pediatric TBI is consistent with previous findings [59] and maybe mainly explained by the
composition of the sample, with over 71% of participants having experienced a mild TBI.

Parental education and lower SES have been linked to emotional and behavioral
outcomes, including anxious/depressive symptomatology [6,60], and higher PCS [8]. In
our sample, there was evidence of statistically significant differences concerning children’s
anxiety and depressive symptomatology in association with parental education. Parents
with a university education reported lower anxiety and depression scores for their children
compared with those with no university education. A lower level of parental education is
often associated with a lower SES, representing a risk factor for mental health problems [61].
Therefore, our results are in line with previous studies.

Significant differences between both age groups were also found regarding disease-
specific HRQoL after TBI, with adolescents reporting lower scores for the subscales Cogni-
tion, Self, Daily life and autonomy, and Social relationships compared with the younger
group. The literature shows that age at injury is strongly associated with HRQoL after
pediatric TBI; children who are younger at the time of injury have better HRQoL than older
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ones [21]. As previously suggested [21], early TBI may cause a less dramatic life change for
children, as some of them may not even remember life before the TBI, unlike adolescents.

Several steps had to be performed to reach the final SEM (Figure 3) based on the
conceptual multidimensional assessment model (Figure 1) predicting the relationships
between the four latent constructs (pre-injury, injury-related characteristics, post-injury out-
comes, and TBI-specific HRQoL). In the following paragraphs, our hypotheses concerning
the associations will be discussed in detail.

Variables without statistically significant loadings (parental employment, sex, previous
TBI, and time since injury) with respect to the assumed latent constructs were excluded
from the final SEM.

The need to exclude the parental employment variable contrasts with findings in
the literature indicating that SES has an impact on a child’s ability to recover from injury
and post-injury therapy [62]. Lower family income has been associated with a higher
percentage of pediatric TBI mortality [63] and higher levels of emotional difficulties and
conduct problems at 12 months post-injury [64]. The lack of employment variability may
explain why this variable was not included in the SEM model; the majority of households
had at least one parent employed for more than 35 h a week (87.3% of households in our
sample), compared to households where parents worked less (10.3%).

Sex is also a controversial variable regarding outcomes after TBI. In our study; it did
not display a significant factor loading on injury-related characteristics when inspecting
the initial SEM. There are several preclinical studies supporting the importance of sex
differences in response to pediatric TBI. However, TBI outcomes are also likely to depend
on many other factors, such as age at injury, mechanisms of injury, and time post-injury [65].

Previous TBI and time since injury were also excluded from the final SEM as they
were not significant. Only a small proportion of children had reported prior TBIs.

The relationship between injury-related characteristics and pediatric post-TBI out-
comes remains relatively unclear [59]. In particular, it is debatable whether depression and
anxiety are primary or secondary outcomes following a pediatric TBL. Unfortunately, our
model cannot disentangle this relationship. However, the impact of pre-injury characteris-
tics is strong. Thus, some of the post-injury outcomes could be interpreted as consequences
of significant lifestyle changes after TBI. Brain lesions (mostly in the frontal lobe) have been
related to depression and anxiety symptomatology after pediatric TBI [3,16]. However, this
was not observed in our study, which could be due to the lack of lesion findings in 68% of
the participants and no neurosurgical intervention after TBI in 82.3%. Previous studies have
reported injury severity to be associated with personality changes or anxiety disorders [20]
and functional outcome [17]; however, in our study, the majority of children recovered well
(89.7%), and no or minimal anxiety (62.3%) or depression (69.3%) was reported.

Nevertheless, the final SEM suggests the importance of post-injury outcomes as part
of the pathway between pre-injury characteristics and disease-specific HRQoL. Several
pre-injury characteristics (children’s age, sensory, cognitive, or physical impairments,
neurological and chronic diseases, and parental education) may aggravate post-injury
outcomes (including anxiety and depression symptomatology, PCS, and recovery status
in our model), which in turn may influence TBI-specific HRQoL negatively. Previous
studies have consistently described significant relationships between children’s pre-injury
psychiatric disorders and depressive post-injury symptomatology [6,42,66] and post-injury
PCS [7,8]. Based on the factor loadings in our model, we recommend considering the
presence of neurological and chronic disease, as well as pre-injury mental health issues,
as part of the pre-injury characteristics of children in understanding the factors affecting
post-TBI outcomes and TBI-specific HRQoL.

The literature in the field of pediatric TBI is not clear concerning the relationship
between injury-related characteristics and HRQoL, e.g., TBI severity has been inconsis-
tently associated with generic HRQoL [21]. In our first SEM, we observed only a weak
relationship between injury-related characteristics and disease-specific HRQoL, which was
not statistically significant. Therefore, this pathway was excluded from the final SEM,
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possibly because our sample consisted mainly of individuals after mild TBI, where most
injury-related factors probably had minimal if any, impact on the outcome.

However, we observed a moderately strong negative association between post-injury
characteristics and TBI-specific HRQoL. This finding confirms observations from previous
studies that have systematically reported a link between depression [6], anxiety [26],
PCS [39], and functional recovery [67] with HRQoL in pediatric TBI.

In summary, according to our final SEM (Figure 3), the relationship between pre-injury
and injury-related characteristics is weak. Post-injury outcomes are moderately impacted
by pre-injury characteristics and weakly by injury-related characteristics. Finally, TBI-
specific HRQoL is expected to be directly affected by post-injury outcomes. The average
amount of variance explained (39%) is reasonable, suggesting that the factors that are
almost always available in medical records or can be obtained through additional screening
can be considered when assessing individual HRQoL after pediatric TBI.

4.1. Limitations

This study has several limitations. Firstly, pre-injury and post-injury latent variables
presented relatively low composite reliability (r = 0.49 and r = 0.56, respectively). The weak
reliability of the pre-injury characteristics (Table 6) may be because our sample was biased
by self-selection. The majority of children after TBI had no previous TBI, cognitive, sensory,
or physical impairments, neurological diseases, or chronic diseases. Most parents achieved
a tertiary level of education and full-time employment. Therefore, not much variability was
present in the data. Regarding the post-injury outcome latent variable, the low composite
reliability may also be linked to the different procedures used in data collection, as the data
sources were investigators (KOSCHI score), parents (PHQ-9 and GAD-7), and KIDs and
ADO:s self-reports (PCSI).

Secondly, prior literature has described other variables that may be involved in post-
TBI outcomes, such as a family history of depression/anxiety [2] and biomarkers [68],
which were not included in this study. Moreover, in a recent study, the presence of agitation
and delirium in the post-TBI period was linked to a higher risk of post-traumatic cognitive
impairment associated with increased disability and long-term cognitive impairment in
pediatric populations [69]. We recommend that future studies look at disability after
pediatric TBI and consider including these variables, also from a long-term perspective.

The integration of detailed cognitive outcomes in the current SEM would have gone
beyond the scope of this study. However, these are being implemented in our ongoing
re-validation of our model in a different pediatric sample after TBI. Although we tried hard
to include all severity levels, most of the patients had experienced a mild TBI. Thus, our
results could differ for those who faced more severe TBL

Also, the fact that the range of time since injury was broad (0-10 years) may imply
that the recovery of children might already have been completed several years after the TBL
Further studies are needed, including a shorter post-TBI time period, to better determine
the impact of injury-related characteristics on outcomes and investigate their longitudinal
development and trajectories of multidimensional recovery.

4.2. Implications

The identification of influential factors for recovery, amelioration of TBI-specific
HRQoL after pediatric TBIL, and their interrelationships impacting the development of
evidence-based interventions is still limited. In our study, pre-injury characteristics appear
to play a more important role in predicting post-injury outcomes than injury-related ones;
they may influence TBI-specific HRQoL through their impact on post-injury anxiety, de-
pression, PCS, and recovery status. The results of our final SEM offer support to clinicians
and researchers by complementing their evaluation of patients and ameliorating clinical
management, care, and rehabilitation after pediatric TBI. Early psychological therapy and,
where indicated, medical treatment of depression, anxiety, and PCS arise as potential targets
for improving HRQoL following pediatric TBI [70].
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5. Conclusions

This study investigated the impact of pre-injury and injury-related characteristics,
as well as post-TBI outcomes (anxiety, depression, PCS, and functional recovery), on
the disease-specific HRQoL of individuals after pediatric TBL. To our knowledge, the
current study is the first to integrate a variety of manifest and latent variables concerning
TBI in a single multidimensional SEM. Injury-related characteristics were only weakly
associated with post-injury outcomes and not directly with TBI-specific HRQoL. Contrary
to our hypothesis, pre-injury characteristics were only very weakly related to injury-
related variables. The final SEM suggests that pre-injury characteristics impact post-injury
outcomes directly, in turn influencing HRQoL after pediatric TBI.

Since our final SEM identifies potential key risk factors that can exacerbate negative
outcomes, our findings may serve to better inform patients, caregivers, and clinicians about
treatment and care options and can be used in developing preventive and therapeutic
programs. Healthcare providers should consider the specific characteristics of children and
adolescents (older age, presence of sensory, cognitive, or physical impairments, presence of
pre-injury mental health disorders, and neurological and chronic diseases) as well as the
characteristics of their parents (lower education) as potential risk factors that can aggravate
post-TBI depression, anxiety, PCS, and recovery. Moreover, our results suggest that, if
negative post-TBI outcomes arise, targeted and adequate interventions may prevent the
deterioration of children’s HRQoL.
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Appendix A. Instruments and Measures
Appendix A.1. Post-Injury Outcomes
Appendix A.1.1. Kings Outcome Scale for Childhood Head Injury (KOSCHI}—Investigator Rated

Recovery as well as the burden of disability caused by a TBI is rated using the
KOSCHI [46] with five categories: 1. Death, 2. Vegetative state, 3. Severe disability,
4. Moderate disability, and 5. Good recovery. In this study, only children from recovery
categories three to five were included. Each category is split into two subcategories.

Appendix A.1.2. Post-Concussion Symptom Inventory (PCSI-SR8/SR13)—Self-Reported
by Children and Adolescents

The PCSI [47] is a concussion symptom scale for children and adolescents. It consists
of two age-based versions: PCSI-SR8 (17 items answered on a 3-point Guttman scale):
8-12 years, and PCSI-SR13 (21 items using a 7-point Guttman scale): 13-18 years. The tools
evaluate the symptoms at baseline as well as PCS retrospectively on four scales (Physical,
Emotional, Cognitive, and Sleep/Fatigue). A Retrospective Adjusted Post-Injury Difference
(RAPID) score characterizing PCS severity is provided. In this paper, self-reported post-
injury versions (PCSI-SR8: 17 items, using a 3-point Guttman scale; PCSI-SR13: 21 items,
using a 7-point Guttman scale) were analyzed; a higher score indicates a higher degree
of symptoms post-injury. As scores differed for the age groups, standardized continuous
scores were used (mean (M) = 0, standard deviation (SD) = 1) to minimize information loss.
Scores above or below 1 SD were considered cut-off points for severity of PCS.

Appendix A.1.3. Patient Health Questionnaire 9 (PHQ-9)—Parent Rated

The PHQ-9 [48] assesses depression in the previous two weeks according to the
Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5) [48]. Total
scores range from 0 to 27; a higher score indicates more depressive symptoms. Total
scores are calculated by summing the responses on the individual items, coded “0” (not at
all) to “3” (nearly every day). Total scores between “1” and “4” are considered minimal
depression [48], scores of or above 5, 10, 15, and 20 represented mild, moderate, moderately
severe, and severe depression, respectively.

Appendix A.1.4. Generalized Anxiety Disorder-7 (GAD-7)—Parent Rated

The GAD-7 [49] assesses symptoms of anxiety according to the DSM-5 [49]. Total scores
are calculated by summing the responses on the individual items, coded “0” (not at all) to
“3” (nearly every day). The total score ranges from 0 to 21 with higher values indicating
greater disturbance. Total scores of or above 5, 10, and 15 represent mild, moderate, and
severe impairment, respectively [49].

Appendix A.2. TBI-Specific HRQoL Measure

Quality of Life after Traumatic Brain Injury in Kids/Adolescents (QOLIBRI-KID/ADO)—
Self-Reported by Children and Adolescents

The QOLIBRI-KID/ADO [50] is a novel TBI-specific age-adapted HRQoL question-
naire for children (KID) aged 8-12 and adolescents (ADO) aged 13-17 years allowing self-
and/or proxy-assessment. The items refer to now including the last week and are self-rated
on a 5-point Likert scale (“not at all”, “slightly”, “moderately”, “quite”, “very”), with
higher scores indicating higher HRQoL. Items are rated in terms of being either satisfied
with or bothered by the consequences of a TBL. It contains 35 items distributed between
six subscales: Cognition, Self, Daily life and autonomy, Social relationships, Emotions,
and Physical problems. As in the adult version [71], scores are calculated for each of the
QOLIBRI-KID/ADO subscales, as well as a total score. Scores are expressed on a scale from
0 to 100, prorated if up to one third of scale values are missing, and a higher score indicates

better HRQoL.



J. Clin. Med. 2023, 12, 3895 19 of 21

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Maas, A.LR.; Menon, D.K.; Adelson, P.D.; Andelic, N.; Bell, M.].; Belli, A.; Bragge, P.; Brazinova, A.; Biiki, A.; Chesnut, RM,;
et al. Traumatic Brain Injury: Integrated Approaches to Improve Prevention, Clinical Care, and Research. Lancet Neurol. 2017, 16,
987-1048. [CrossRef]

Max, ].E.; Keatley, E.; Wilde, E.A_; Bigler, E.D.; Schachar, R.J.; Saunders, A.E.; Ewing-Cobbs, L.; Chapman, S.B.; Dennis, M.; Yang,
T.T.; et al. Depression in Children and Adolescents in the First 6 Months after Traumatic Brain Injury. Int. J. Dev. Neurosci. 2012,
30, 239-245. [CrossRef]

Max, ].E.; Lopez, A.; Wilde, E.A.; Bigler, E.D.; Schachar, R.]J.; Saunders, A.; Ewing-Cobbs, L.; Chapman, S.B.; Yang, T.T.; Levin, H.S.
Anxiety Disorders in Children and Adolescents in the Second Six Months after Traumatic Brain Injury. J. Pediatr. Rehabil. Med.
2015, 8, 345-355. [CrossRef]

Olsson, K.A.; Lloyd, O.T.; LeBrocque, R.M.; McKinlay, L.; Anderson, V.A.; Kenardy, ].A. Predictors of Child Post-Concussion
Symptoms at 6 and 18 Months Following Mild Traumatic Brain Injury. Brain Inj. 2013, 27, 145-157. [CrossRef]

Connolly, E.J.; McCormick, B.F. Mild Traumatic Brain Injury and Psychopathology in Adolescence: Evidence from the Project on
Human Development in Chicago Neighborhoods. J. Adolesc. Health 2019, 65, 79-85. [CrossRef]

Han, P.P; Holbrook, T.L.; Sise, M.].; Sack, D.I; Sise, C.B.; Hoyt, D.B.; Coimbra, R.; Potenza, B.; Anderson, ].P. Postinjury Depression
Is a Serious Complication in Adolescents after Major Trauma: Injury Severity and Injury-Event Factors Predict Depression and
Long-Term Quality of Life Deficits. J. Trauma Acute Care Surg. 2011, 70, 923-930. [CrossRef]

Polinder, S.; Cnossen, M.C.; Real, R.G.L.; Covic, A.; Gorbunova, A.; Voormolen, D.C.; Master, C.L.; Haagsma, ].A.; Diaz-Arrastia,
R.; von Steinbuechel, N. A Multidimensional Approach to Post-Concussion Symptoms in Mild Traumatic Brain Injury. Front.
Neurol. 2018, 9, 1113. [CrossRef]

Yeates, K.O. Predicting Postconcussive Symptoms after Mild Traumatic Brain Injury in Children and Adolescents. In Concussions
in Athletics; Slobounov, S., Sebastianelli, W., Eds.; Springer: New York, NY, USA, 2014; pp. 273-287. [CrossRef]

Chrisman, S.P.; Richardson, L.P. Prevalence of Diagnosed Depression in Adolescents with History of Concussion. J. Adolesc.
Health 2014, 54, 582-586. [CrossRef]

Andruszkow, H.; Deniz, E.; Urner, J.; Probst, C.; Griin, O.; Lohse, R.; Frink, M.; Krettek, C.; Zeckey, C.; Hildebrand, F. Physical
and Psychological Long-Term Outcome after Traumatic Brain Injury in Children and Adult Patients. Health Qual. Life Outcomes
2014, 12, 26. [CrossRef]

McKinlay, A.; Ligteringen, V.; Than, M. A Comparison of Concussive Symptoms Reported by Parents for Preschool versus
School-Aged Children. J. Head Trauma Rehabil. 2014, 29, 233-238. [CrossRef]

Zemek, R.; Barrowman, N.; Freedman, S.B.; Gravel, J.; Gagnon, I.; McGahern, C.; Aglipay, M.; Sangha, G.; Boutis, K.; Beer, D.;
et al. Clinical Risk Score for Persistent Postconcussion Symptoms Among Children with Acute Concussion in the ED. JAMA 2016,
315, 12. [CrossRef]

McNally, K.A.; Bangert, B.; Dietrich, A.; Nuss, K.; Rusin, J.; Wright, M.; Taylor, H.G.; Yeates, K.O. Injury versus Noninjury Factors
as Predictors of Postconcussive Symptoms Following Mild Traumatic Brain Injury in Children. Neuropsychology 2013, 27, 1.
[CrossRef]

Taylor, H.G.; Dietrich, A.; Nuss, K.; Wright, M.; Rusin, J.; Bangert, B.; Minich, N.; Yeates, K.O. Post-Concussive Symptoms in
Children with Mild Traumatic Brain Injury. Neuropsychology 2010, 24, 148. [CrossRef]

Dillard, C.; Ditchman, N.; Nersessova, K.; Foster, N.; Wehman, P.; West, M.; Riedlinger, B.; Monasterio, E.; Shaw, B.; Neblett, J.
Post-Concussion Symptoms in Mild Traumatic Brain Injury: Findings from a Paediatric Outpatient Clinic. Disabil. Rehabil. 2017,
39, 544-550. [CrossRef]

Max, J.E.; Pardo, D.; Hanten, G.; Schachar, R.J.; Saunders, A.E.; Ewing-Cobbs, L.; Chapman, S.B.; Dennis, M.; Wilde, E.A.; Bigler,
E.D. Psychiatric Disorders in Children and Adolescents Six-to-Twelve Months after Mild Traumatic Brain Injury. ]. Neuropsychiatry
Clin. Neurosci. 2013, 25, 272-282. [CrossRef]

Calvert, S.; Miller, H.E.; Curran, A.; Hameed, B.; McCarter, R.; Edwards, R.J.; Hunt, L.; Sharples, PM. The King’s Outcome Scale
for Childhood Head Injury and Injury Severity and Outcome Measures in Children with Traumatic Brain Injury. Dev. Med. Child
Neurol. 2008, 50, 426-431. [CrossRef]

Anderson, V.; Catroppa, C.; Morse, S.; Haritou, F; Rosenfeld, J. Recovery of Intellectual Ability Following Traumatic Brain Injury
in Childhood: Impact of Injury Severity and Age at Injury. Pediatr. Neurosurg. 2000, 32, 282-290. [CrossRef]

Muscara, F; Catroppa, C.; Eren, S.; Anderson, V. The Impact of Injury Severity on Long-Term Social Outcome Following Paediatric
Traumatic Brain Injury. Neuropsychol. Rehabil. 2009, 19, 541-561. [CrossRef]

Albicini, M.; McKinlay, A. A Systematic Review of Anxiety Disorders Following Mild, Moderate and Severe TBI in Children and
Adolescents. Fresh Look Anxiety Disord. 2015, 199-224. [CrossRef]

Di Battista, A.; Godfrey, C.; Soo, C.; Catroppa, C.; Anderson, V. Depression and Health Related Quality of Life in Adolescent
Survivors of a Traumatic Brain Injury: A Pilot Study. PLoS ONE 2014, 9, e101842. [CrossRef]

Max, J.E.; Ch, M.B.B.; Keatley, E.; Wilde, E.A; Bigler, E.D.; Levin, H.S.; Schachar, R.J.; Saunders, A.; Ewing-Cobbs, L.; Chapman,
S.B.; et al. Anxiety Disorders in Children and Adolescents in the First Six Months After Traumatic Brain Injury. J. Neuropsychiatry
Clin. Neurosci. 2011, 23, 29-39. [CrossRef] [PubMed]


https://doi.org/10.1016/S1474-4422(17)30371-X
https://doi.org/10.1016/j.ijdevneu.2011.12.005
https://doi.org/10.3233/PRM-150352
https://doi.org/10.3109/02699052.2012.729286
https://doi.org/10.1016/j.jadohealth.2018.12.023
https://doi.org/10.1097/TA.0b013e31820cf03e
https://doi.org/10.3389/fneur.2018.01113
https://doi.org/10.1007/978-1-4939-0295-8_15
https://doi.org/10.1016/j.jadohealth.2013.10.006
https://doi.org/10.1186/1477-7525-12-26
https://doi.org/10.1097/HTR.0b013e3182a2dd7f
https://doi.org/10.1001/jama.2016.1203
https://doi.org/10.1037/a0031370
https://doi.org/10.1037/a0018112
https://doi.org/10.3109/09638288.2016.1152602
https://doi.org/10.1176/appi.neuropsych.12040078
https://doi.org/10.1111/j.1469-8749.2008.02061.x
https://doi.org/10.1159/000028956
https://doi.org/10.1080/09602010802365223
https://doi.org/10.5772/60426
https://doi.org/10.1371/journal.pone.0101842
https://doi.org/10.1176/appi.neuropsych.23.1.29
https://www.ncbi.nlm.nih.gov/pubmed/21304136

J. Clin. Med. 2023, 12, 3895 20 of 21

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.
45.

46.

47.

48.

49.

Grados, M,; Slomine, B.; Gerring, J.; Vasa, R.; Bryan, N.; Denckla, M. Depth of Lesion Model in Children and Adolescents with
Moderate to Severe Traumatic Brain Injury: Use of SPGR MRI to Predict Severity and Outcome. J. Neurol. Neurosurg. Psychiatry
2001, 70, 350-358. [CrossRef] [PubMed]

Babikian, T.; Freier, M.C.; Tong, K.A.; Nickerson, ].P.; Wall, C.J.; Holshouser, B.A.; Burley, T,; Riggs, M.L.; Ashwal, S. Susceptibility
Weighted Imaging: Neuropsychologic Outcome and Pediatric Head Injury. Pediatr. Neurol. 2005, 33, 184-194. [CrossRef]
Barlow, K.M.; Crawford, S.; Stevenson, A.; Sandhu, S.S.; Belanger, F.; Dewey, D. Epidemiology of Postconcussion Syndrome in
Pediatric Mild Traumatic Brain Injury. Pediatrics 2010, 126, e374-e381. [CrossRef]

O’Connor, S.S.; Zatzick, D.F,; Wang, J.; Temkin, N.; Koepsell, T.D.; Jaffe, KM.; Durbin, D.; Vavilala, M.S.; Dorsch, A.; Rivara, F.P.
Association between Posttraumatic Stress, Depression, and Functional Impairments in Adolescents 24 Months after Traumatic
Brain Injury. J. Trauma Stress 2012, 25, 264-271. [CrossRef] [PubMed]

Hendry, K.; Ownsworth, T.; Waters, A.M.; Jackson, M.; Lloyd, O. Investigation of Children and Adolescents” Mood and
Self-Concept after Acquired Brain Injury. Child Neuropsychol. 2020, 26, 1005-1025. [CrossRef]

Rosema, S.; Muscara, F.; Anderson, V.; Godfrey, C.; Eren, S.; Catroppa, C. Agreement on and Predictors of Long-Term Psychosocial
Development 16 Years Post-Childhood Traumatic Brain Injury. | Neurotrauma 2014, 31, 899-905. [CrossRef]

Catroppa, C.; Anderson, V.A.; Morse, S.A.; Haritou, F,; Rosenfeld, J.V. Outcome and Predictors of Functional Recovery 5 Years
Following Pediatric Traumatic Brain Injury (TBI). J. Pediatr. Psychol. 2008, 33, 707-718. [CrossRef]

Upton, P; Lawford, J.; Eiser, C. Parent-Child Agreement across Child Health-Related Quality of Life Instruments: A Review of
the Literature. Qual. Life Res. 2008, 17, 895-913. [CrossRef]

Tonks, J.; Slater, A.; Frampton, I.; Wall, S.E.; Yates, P.; Williams, W.H. The Development of Emotion and Empathy Skills after
Childhood Brain Injury. Dev. Med. Child Neurol. 2009, 51, 8-16. [CrossRef]

Rosema, S.; Muscara, F.; Anderson, V.; Godfrey, C.; Hearps, S.; Catroppa, C. The Trajectory of Long-Term Psychosocial Develop-
ment 16 Years Following Childhood Traumatic Brain Injury. J. Neurotrauma 2015, 32, 976-983. [CrossRef] [PubMed]

Catroppa, C.; Godfrey, C.; Rosenfeld, ].V.; Hearps, S.S.J.C.; Anderson, V.A. Functional Recovery Ten Years after Pediatric Traumatic
Brain Injury: Outcomes and Predictors. |. Neurotrauma 2012, 29, 2539-2547. [CrossRef] [PubMed]

Von Steinbuechel, N.; Richter, S.; Morawetz, C.; Riemsma, R. Assessment of Subjective Health and Health-Related Quality of Life
in Persons with Acquired or Degenerative Brain Injury. Curr. Opin. Neurol. 2005, 18, 681-691. [CrossRef] [PubMed]

Von Steinbuechel, N.; Covic, A.; Polinder, S.; Kohlmann, T.; Cepulyte, U.; Poinstingl, H.; Backhaus, J.; Bakx, W.; Bullinger, M.;
Christensen, A.-L. Assessment of Health-Related Quality of Life after TBI: Comparison of a Disease-Specific (QOLIBRI) with a
Generic (SF-36) Instrument. Behav. Neurol. 2016, 2016, 7928014. [CrossRef]

LeBlond, E.; Smith-Paine, J.; Narad, M.; Wade, S.L.; Gardis, M.; Naresh, M.; Makoroff, K.; Rhine, T. Understanding the Relationship
between Family Functioning and Health-Related Quality of Life in Very Young Children with Moderate-to-Severe TBI. Clin.
Neuropsychol. 2021, 35, 868-884. [CrossRef]

Ryan, N.P.; Noone, K.; Godfrey, C.; Botchway, E.N.; Catroppa, C.; Anderson, V. Young Adults’ Perspectives on Health-Related
Quality of Life after Paediatric Traumatic Brain Injury: A Prospective Cohort Study. Ann. Phys. Rehabil. Med. 2019, 62, 342-350.
[CrossRef]

Russell, K.; Selci, E.; Black, B.; Ellis, M.]J. Health-Related Quality of Life Following Adolescent Sports-Related Concussion or
Fracture: A Prospective Cohort Study. J. Neurosurg. Pediatr. 2019, 23, 455-464. [CrossRef]

Novak, Z.; Aglipay, M.; Barrowman, N.; Yeates, K.O.; Beauchamp, M.H.; Gravel, J.; Freedman, S.B.; Gagnon, I.; Gioia, G.; Boutis,
K.; et al. Association of Persistent Postconcussion Symptoms with Pediatric Quality of Life. JAMA Pediatr. 2016, 170, €162900.
[CrossRef]

Russell, K.; Selci, E.; Chu, S.; Fineblit, S.; Ritchie, L.; Ellis, M.]. Longitudinal Assessment of Health-Related Quality of Life
Following Adolescent Sports-Related Concussion. J. Neurotrauma 2017, 34, 2147-2153. [CrossRef]

Yeates, K.O. Mild Traumatic Brain Injury and Postconcussive Symptoms in Children and Adolescents. J. Int. Neuropsychol. Soc.
2010, 16, 953-960. [CrossRef]

Plourde, V.; Yeates, K.O.; Brooks, B.L. Predictors of Long-Term Psychosocial Functioning and Health-Related Quality of Life in
Children and Adolescents with Prior Concussions. J. Int. Neuropsychol. Soc. 2018, 24, 540-548. [CrossRef] [PubMed]
Mundfrom, D.J.; Shaw, D.G. Tian Lu Ke Minimum Sample Size Recommendations for Conducting Factor Analyses. Int. J. Test.
2005, 5, 159-168. [CrossRef]

Havighurst, R.J. Developmental Tasks and Education; David McKay: New York, NY, USA, 1972.

Varni, ].W. PedsQL TM (Pediatric Quality of Life Inventory TM). Available online: https:/ /www.pedsql.org/score.html (accessed
on 6 July 2022).

Crouchman, M.; Rossiter, L.; Colaco, T.; Forsyth, R. A Practical Outcome Scale for Paediatric Head Injury. Arch. Dis. Child. 2001,
84, 120. [CrossRef]

Sady, M.D.; Vaughan, C.G.; Gioia, G.A. Psychometric Characteristics of the Postconcussion Symptom Inventory in Children and
Adolescents. Arch. Clin. Neuropsychol. 2014, 29, 348-363. [CrossRef] [PubMed]

Kroenke, K.; Spitzer, R.L.; Williams, ].B.W. The PHQ-9: Validity of a Brief Depression Severity Measure. ]. Gen. Intern. Med. 2001,
16, 606-613. [CrossRef]

Spitzer, R.L.; Kroenke, K.; Williams, J.B.W.; Lowe, B. A Brief Measure for Assessing Generalized Anxiety Disorder: The GAD-7.
Arch. Intern. Med. 2006, 166, 1092-1097. [CrossRef]


https://doi.org/10.1136/jnnp.70.3.350
https://www.ncbi.nlm.nih.gov/pubmed/11181858
https://doi.org/10.1016/j.pediatrneurol.2005.03.015
https://doi.org/10.1542/peds.2009-0925
https://doi.org/10.1002/jts.21704
https://www.ncbi.nlm.nih.gov/pubmed/22729979
https://doi.org/10.1080/09297049.2020.1750577
https://doi.org/10.1089/neu.2013.3226
https://doi.org/10.1093/jpepsy/jsn006
https://doi.org/10.1007/s11136-008-9350-5
https://doi.org/10.1111/j.1469-8749.2008.03219.x
https://doi.org/10.1089/neu.2014.3567
https://www.ncbi.nlm.nih.gov/pubmed/25590265
https://doi.org/10.1089/neu.2012.2403
https://www.ncbi.nlm.nih.gov/pubmed/22846066
https://doi.org/10.1097/01.wco.0000194140.56429.75
https://www.ncbi.nlm.nih.gov/pubmed/16280680
https://doi.org/10.1155/2016/7928014
https://doi.org/10.1080/13854046.2021.1881163
https://doi.org/10.1016/j.rehab.2019.06.014
https://doi.org/10.3171/2018.8.PEDS18356
https://doi.org/10.1001/jamapediatrics.2016.2900
https://doi.org/10.1089/neu.2016.4704
https://doi.org/10.1017/S1355617710000986
https://doi.org/10.1017/S1355617718000061
https://www.ncbi.nlm.nih.gov/pubmed/29560837
https://doi.org/10.1207/s15327574ijt0502_4
https://www.pedsql.org/score.html
https://doi.org/10.1136/adc.84.2.120
https://doi.org/10.1093/arclin/acu014
https://www.ncbi.nlm.nih.gov/pubmed/24739735
https://doi.org/10.1046/j.1525-1497.2001.016009606.x
https://doi.org/10.1001/archinte.166.10.1092

J. Clin. Med. 2023, 12, 3895 21 of 21

50.

51.
52.

53.
54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

Zeldovich, M.; Cunitz, K.; Greving, S.; Muehlan, H.; Bockhop, E; Krenz, U.; Timmermann, D.; Koerte, LK.; Rojczyk, P.; Roediger,
M.; et al. Psychometric Properties of the German Version of the Quality of Life After Brain Injury Scale for Kids and Adolescents
(QOLIBRI-KID/ADO) Using Item Response Theory Framework: Results from the Pilot Study. J. Clin. Med. 2023, 12, 3716.
[CrossRef]

Gioia, G.; Vaughan, C.; Sady, M. Technical Manual for the Post Concussion Symptom InventoryTM—Z (PCSI-2); PAR: Lutz, FL, USA, 2019.
O’Rourke, N.; O'Rourke, N.H.L.; Hatcher, L. A Step-by-Step Approach to Using SAS for Factor Analysis and Structural Equation
Modeling, 2nd ed.; SAS Press: Cary, NC, USA, 2013; ISBN 978-1-59994-230-8.

Nunnally, J. Psychometric Theory, 2nd ed.; McGraw: New York, NY, USA, 1978.

Fornell, C.; Larcker, D.F. Evaluating Structural Equation Models with Unobservable Variables and Measurement Error. |. Mark.
Res. 1981, 18, 39-50. [CrossRef]

Hoyle, R.H.; Isherwood, J.C. Reporting Results from Structural Equation Modeling Analyses in Archives of Scientific Psychology.
Arch. Sci. Psychol. 2013, 1, 14. [CrossRef]

Chen, E; Curran, PJ.; Bollen, K.A ; Kirby, J.; Paxton, P. An Empirical Evaluation of the Use of Fixed Cutoff Points in RMSEA Test
Statistic in Structural Equation Models. Sociol. Methods Res. 2008, 36, 462—494. [CrossRef]

Kline, R.B. Principles and Practice of Structural Equation Modeling, 4th ed.; Guilford Publications: New York, NY, USA, 2015;
ISBN 978-1-4625-2335-1.

Hu, L.; Bentler, PM. Cutoff Criteria for Fit Indexes in Covariance Structure Analysis: Conventional Criteria versus New
Alternatives. Struct. Equ. Model. Multidiscip. ]. 1999, 6, 1-55. [CrossRef]

Schachar, RJ.; Park, L.S.; Dennis, M. Mental Health Implications of Traumatic Brain Injury (TBI) in Children and Youth. J. Can.
Acad. Child Adolesc. Psychiat. |. Académie Canadienne Psychiatrie L'enfant L'adolescent 2015, 24, 100-108.

Durish, C.L; Pereverseff, R.S.; Yeates, K.O. Depression and Depressive Symptoms in Pediatric Traumatic Brain Injury: A Scoping
Review. J. Head Trauma Rehabil. 2018, 33, 18-30. [CrossRef] [PubMed]

Ochi, M.; Fujiwara, T.; Mizuki, R.; Kawakami, N. World Mental Health Japan Survey Group Association of Socioeconomic Status
in Childhood with Major Depression and Generalized Anxiety Disorder: Results from the World Mental Health Japan Survey
2002-2006. BMC Public Health 2014, 14, 359. [CrossRef] [PubMed]

Trinidad, S.; Kotagal, M. Socioeconomic Factors and Pediatric Injury. Curr. Trauma Rep. 2023, 9, 47-55. [CrossRef]

Pelletier, ].H.; Rakkar, J.; Simon, D.; Au, A.K.; Fuhrman, D.Y.; Clark, R.S.B.; Kochanek, PM.; Horvat, C.M. Association between
Pediatric TBI Mortality and Median Family Income in the United States: A Retrospective Cohort Study. Lancet Reg. Health Am.
2022, 5, 100164. [CrossRef]

Ewing-Cobbs, L.; Montroy, ].J.; Clark, A.E.; Holubkov, R.; Cox, C.S.; Keenan, H.T. As Time Goes by: Understanding Child and
Family Factors Shaping Behavioral Outcomes After Traumatic Brain Injury. Front. Neurol. 2021, 12, 687740. [CrossRef]
Arambula, S.E.; Reinl, E.L.; El Demerdash, N.; McCarthy, M.M.; Robertson, C.L. Sex Differences in Pediatric Traumatic Brain
Injury. Exp. Neurol. 2019, 317, 168-179. [CrossRef]

Tsai, F.-].; Huang, Y.-H.; Liu, H.-C.; Huang, K.-Y.; Huang, Y.-H.; Liu, S.-I. Patient Health Questionnaire for School-Based Depression
Screening Among Chinese Adolescents. Pediatrics 2014, 133, e402—e409. [CrossRef]

Camara-Costa, H.; Opatowski, M.; Francillette, L.; Toure, H.; Brugel, D.; Laurent-Vannier, A.; Meyer, P.; Watier, L.; Dellatolas,
G.; Chevignard, M. Self- and Parent-Reported Quality of Life 7 Years after Severe Childhood Traumatic Brain Injury in the
Traumatisme Grave de I’Enfant Cohort: Associations with Objective and Subjective Factors and Outcomes. Qual. Life Res. 2020,
29, 515-528. [CrossRef]

Helmrich, L.R.R.; Czeiter, E.; Amrein, K,; Biiki, A.; Lingsma, H.F.; Menon, D.K.; Mondello, S.; Steyerberg, E.W.; von Steinbtichel,
N.; Wang, K.K. Incremental Prognostic Value of Acute Serum Biomarkers for Functional Outcome after Traumatic Brain Injury
(CENTER-TBI): An Observational Cohort Study. Lancet Neurol. 2022, 21, 792-802. [CrossRef] [PubMed]

Ganau, M.; Lavinio, A.; Prisco, L. Delirium and Agitation in Traumatic Brain Injury Patients: An Update on Pathological
Hypotheses and Treatment Options. Minerva Anestesiol. 2018, 84, S0375-S9393. [CrossRef] [PubMed]

Roberts, H.; Ford, T.J.; Karl, A.; Reynolds, S.; Limond, J.; Adlam, A.-L.R. Mood Disorders in Young People with Acquired Brain
Injury: An Integrated Model. Front. Hum. Neurosci. 2022, 16, 835897. [CrossRef] [PubMed]

Von Steinbuechel, N.; Wilson, L.; Gibbons, H.; Hawthorne, G.; Hofer, S.; Schmidt, S.; Bullinger, M.; Maas, A.; Neugebauer, E.;
Powell, ].; et al. Quality of Life after Brain Injury (QOLIBRI): Scale Validity and Correlates of Quality of Life. ]. Neurotrauma 2010,
27,1157-1165. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.3390/jcm12113716
https://doi.org/10.1177/002224378101800104
https://doi.org/10.1037/arc0000004
https://doi.org/10.1177/0049124108314720
https://doi.org/10.1080/10705519909540118
https://doi.org/10.1097/HTR.0000000000000343
https://www.ncbi.nlm.nih.gov/pubmed/28926485
https://doi.org/10.1186/1471-2458-14-359
https://www.ncbi.nlm.nih.gov/pubmed/24735450
https://doi.org/10.1007/s40719-023-00251-x
https://doi.org/10.1016/j.lana.2021.100164
https://doi.org/10.3389/fneur.2021.687740
https://doi.org/10.1016/j.expneurol.2019.02.016
https://doi.org/10.1542/peds.2013-0204
https://doi.org/10.1007/s11136-019-02305-7
https://doi.org/10.1016/S1474-4422(22)00218-6
https://www.ncbi.nlm.nih.gov/pubmed/35963262
https://doi.org/10.23736/S0375-9393.18.12294-2
https://www.ncbi.nlm.nih.gov/pubmed/29479930
https://doi.org/10.3389/fnhum.2022.835897
https://www.ncbi.nlm.nih.gov/pubmed/35754774
https://doi.org/10.1089/neu.2009.1077
https://www.ncbi.nlm.nih.gov/pubmed/20210602

	Introduction 
	Materials and Methods 
	Study and Study Participants 
	Ethical Approval 
	Procedure 
	Methods 
	Pre-Injury Characteristics 
	Injury-Related Characteristics 
	Post-Injury Outcomes 

	Statistical Considerations 
	Missing Data 
	Path Analysis 

	Results 
	Participants 
	Missing Data 
	Overview of the Analysis 
	The Initial and the Revised Measurement Model 
	The First and Revised Empirical SEM 


	Discussion 
	Limitations 
	Implications 

	Conclusions 
	Appendix A
	Post-Injury Outcomes 
	Kings Outcome Scale for Childhood Head Injury (KOSCHI)—Investigator Rated 
	Post-Concussion Symptom Inventory (PCSI-SR8/SR13)—Self-Reported by Children and Adolescents 
	Patient Health Questionnaire 9 (PHQ-9)—Parent Rated 
	Generalized Anxiety Disorder-7 (GAD-7)—Parent Rated 

	TBI-Specific HRQoL Measure 

	References

