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Monitoring Outcome after Hospital-Presenting Milder
Spectrum Pediatric Traumatic Brain Injury Using
the Glasgow Outcome Scale-Extended, Pediatric Revision

Emily Evans,'"® Nathan E. Cook,*® Grant L. Iverson,*’ Elise L. Townsend?
Ann-Christine Duhaime’; and the TRACK-TBI Investigators®”

Abstract

The Glasgow Outcome Scale, Pediatric Revision (GOSE-P) is an assessment of ‘‘global outcome’ designed as a devel-
opmentally appropriate version of the Glasgow Outcome Scale-Extended for use in clinical trials of children with traumatic
brain injury (TBI). Initial testing describes validity across a wide age and injury severity spectrum, yet the GOSE-P’s utility
for monitoring children with milder injuries is less clear. We examined the level of agreement between the GOSE-P and the
Health and Behavior Inventory (HBI), a TBI-related symptom checklist used to assess children with mild TBI for clinical
and research purposes. Participants included children and adolescents 3—16 years of age (n=>50) who presented to two level
1 trauma centers within 24 h of injury, with a GCS of 13-15, who underwent clinical neuroimaging. Outcome was assessed
2 weeks and 3 months following injury. We examined the severity of TBI-related symptoms across disability categories
identified using the GOSE-P, and the level of agreement between the two measures in identifying deficits 2 weeks following
injury and improvement from 2 weeks to 3 months. Using the GOSE-P, 62% had deficits at 2 weeks, and 42% improved
from 2 weeks to 3 months. Agreement between the GOSE-P and HBI was fair 2 weeks after TBI (k=0.24-0.33), and poor
for identifying subsequent improvement (k=0.10-0.16). Modest agreement between the GOSE-P and the HBI may reflect
restricted participation from diverse causes, including TBI, other bodily injuries, and prescribed activity restrictions, and
highlights the need for multi-dimensional outcome batteries.

Keywords: brain concussion; brain injuries, traumatic; head injuries, closed; outcome assessment (healthcare); pediatrics

Introduction

HE GLASGOW OUTCOME ScCALE (GOS) and the Glasgow

Outcome Scale-Extended (GOSE) are the most commonly
used outcome measures for traumatic brain injury (TBI) clinical
trials.'™ The GOS and GOSE are brief, require minimal examiner
training, and can be administered via multiple modalities (i.e., in
person, phone, mail), attributes that are hypothesized to contribute
to high follow-up rates and utility for large clinical trials and out-
come studies.”™’ Currently, the GOSE is the only measure currently
recommended for use across all adult TBI studies as a core measure
of “global outcome” per the National Institute of Neurologic
Disorders and Stroke Common Data Elements (CDE).>*° The

more recently developed Glasgow Outcome Scale Extended-
Pediatric Revision (GOSE-P), was designed as a developmentally
appropriate version of the GOSE, for use in clinical trials of chil-
dren and adolescents with TBL.'® Initial validation of the GOSE-P
suggests adequate concurrent and predictive validity across a wide
age and injury spectrum; however, the utility of the GOSE-P to
detect and monitor deficits in children with injuries at the milder
end of the severity spectrum remains unclear.®'°

To be a useful end-point for observational studies or clinical trials
that include children with mild TBI that aim to inform diagnosis and
treatment of children with mild TBI, the GOSE-P should reflect
outcomes that are clinically relevant in the management of children
with mild TBI. The presence and persistence of TBI-related
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symptoms are critical to the clinical management of children with
mild TBL''="* Acutely, symptoms are used for diagnosis of TBI and
may help identify those at risk for prolonged recovery.''!*!8
Symptom severity is used to grade activity as children return to
school and play.'>?® Finally, the severity of symptoms may have
functional implications if the symptoms interfere with academic
performance or return to previously enjoyed activities.?""*

The objective of this study was to investigate the utility of the
GOSE-P for assessing and monitoring the recovery of children with
mild TBI by examining the relationship between the GOSE-P and the
severity of TBI-related symptoms in a group of children and ado-
lescents who presented to the emergency department following a mild
TBI.?*** Initial validation testing of the GOSE-P included children
1 month old to adolescents 17 years and 0 months old.'® Given our
focus on TBI-related symptoms, which have been studied in children
of pre-school age and older, we focused our analysis on children 3
years of age to adolescents <17 years at the time of injury.'”**2¢
Specifically, we examined the severity of deficits identified by the
GOSE-P and the severity of TBI-related symptoms 2 weeks and 3
months following injury. We hypothesized that children with more
severe deficits identified by the GOSE-P would have more severe
TBI-related symptoms. Additionally, we examined agreement be-
tween the GOSE-P and a TBI-related symptoms checklist for iden-
tifying children exhibiting deficits 2 weeks following injury and
exhibiting improvement from 2 weeks to 3 months following injury.
We hypothesized that the GOSE-P would demonstrate good agree-
ment with the TBI-related symptom checklist for identifying children
with deficits 2 weeks following injury, and in identifying children
who improved from 2 weeks to 3 months following injury. Finally,
given that both measures may reflect the consequences of non-brain
injuries, we examined the impact of excluding those with other bodily
injuries on the level of agreement between the measures.'>*"*

Methods
Participants

Participants were enrolled in the pediatric branch of the Trans-
forming Research and Clinical Knowledge in TBI (TRACK-TBI)
study from March of 2014 to March of 2018. Inclusion criteria for
TRACK-TBI were presentation to a study emergency department
(ED) within 24 h after sustaining at least a mild TBI per the
American College of Rehabilitation Medicine definition,® for
which neuroimaging was required on clinical grounds. As part of
standard clinical practice, computed tomography (CT) scan use
was generally guided by clinical decision rules aimed at reducing
unnecessary radiation.>® However, some children underwent mag-
netic resonance imaging (MRI) scans that were available in the ED,
which had no risk of radiation.*® Children with significant poly-
trauma or spinal cord injury or significant baseline neurodevelop-
mental deficits were not enrolled. Children in state custody were
not enrolled because of the complexities of obtaining consent
within 24h of injury and the need for caregivers with intimate
knowledge of the child’s pre-injury history and availability for
longitudinal follow-up. This study included TRACK-TBI partici-
pants 3—16 years of age with a Glasgow Coma Scale (GCS) of 13—
15 in the ED, and with no need for neurosurgical intervention.
Informed consent was obtained from parents/guardians and, when
not precluded by the severity of the injury, directly from adoles-
cents 14-16 years of age, with assent obtained for children 7-13
years of age All data were collected in agreement with local in-
stitutional review boards.

A total of 76 subjects met study criteria, of which 50 (66%) had
complete GOSE-P and Health and Behavior Inventory (HBI) data
2 weeks and 3 months following injury and were included in the
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analyses. There were no differences in age (p=0.52) or the pro-
portion of subjects with GCS of 13-14 (p=1.00) between those
with and without complete outcome data. A higher proportion of
subjects with incomplete data were Hispanic and/or non-white
(p<0.01), female ( p =0.02), had multi-system versus single-system
extracranial injuries (p <0.01), or had motor vehicle-related injuries
(p<0.01). Higher rates of motor vehicle-related trauma were noted
in subjects who were Hispanic or non-white (p <0.01) and in girls
(p=0.04).

Included participants (z=50) had a mean age of 11.4 (standard
deviation [SD] =3.9) years, were predominantly boys (78%), white/
non-Hispanic (64%), and had high levels of maternal education
(64% of mothers had a college degree). A history of attention-
deficit disorder (ADD) or attention-deficit/hyperactivity disorder
(ADHD) was reported in 20% of subjects. Falls were the most
common mechanism of injury (56%), followed by motor vehicle
accidents (22%), and sports injuries (16%). Loss of consciousness
(LOC) was reported in 46% of the subjects, and 76% had a worst
GCS of 15 in the ED. Extracranial injuries were observed in 16% of
the sample. Trauma-related abnormalities visible on clinical neu-
roimaging (CT or MRI) were noted in 32% of subjects. (Table 1).

Injury variables

Injury data, including GCS scores and medical interventions,
were extracted from electronic medical records (EMR) by trained
research staff. Abbreviated In%jur;/ Scale (AIS) scores were used to
identify extracranial injuries.’'** Any injury scored as “moderate
severity’’ (AIS 2) or worse to a body region other than the face or
head was considered a bodily injury. Demographic information and
medical history were collected via participant or parent interview.

Measures

GOSE-P. The GOSE-P includes a structured interview of
parents and/or guardians regarding changes in function follow-
ing injury across seven areas: consciousness, independence in the
home, independence outside the home, school/work, social and
leisure activities, family and friendships, and return to normal
life."® Children are scored into one of eight disability categories
based on parental responses to the structured interview prompts;
overall disability categories are described in Table 2.

Given the focus of the study on mild TBI, in which it would be
expected that few children would have severe post-injury defi-
cits,**** and given our sample size, we elected to collapse the
GOSE-P disability categories from eight to three categories based
on the descriptions of behaviors in the GOSE-P structured inter-
view prompts. We conceptualized three functional deficit groups
that included children with ‘“No Functional Deficits,”” ““Mild
Functional Deficits,”” and ‘‘Significant Functional Deficits.”” The
“Upper Good Recovery” category (GOSE-P score of 1) was con-
sidered the “No Functional Deficit” group.®®> The “Lower Good
Recovery’” and ““Upper Moderate Disability”” groups (GOSE-P
scores of 2 and 3) were collapsed into a ““Mild Functional Deficit”
group, reflecting continued participation in activities but with some
limitations. The ‘“Lower Moderate Disability”” or worse groups
(GOSE-P scores of 4-8) were collapsed into a “‘Significant Func-
tional Deficit” group reflecting severely limited participation in
activities, disabling disruptive behavior, or decreased indepen-
dence with activities of daily living (ADLs). The collapsed cate-
gories and sample behaviors from the structured interview prompts
are described in Table 2.

To examine the level of agreement between the GOSE-P and
the HBI in identifying children with post-injury deficits, the
GOSE-P scores were collapsed into two groups. Participants rated
as GOSE-P 1 (““Upper Good Recovery’’) were considered to have
“no deficits,”” whereas those scored as GOSE-P 2-8 (“‘Lower Good
Recovery” or worse) were considered to have ‘deficits.” To
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TABLE 1. DEMOGRAPHICS AND INJURY CHARACTERISTICS

Included subjects

Subjects excluded because Included subjects without

n=50 of incomplete outcome data n=26 another bodily injury n=42
Age
Median (IQR) 12.5 (8-15) 14 (8-15) 13 (8-15)
Mean (SD) 114 (3.9 11.5 (4.8) 11.3 4.0)
Range 3-16 3-16 3-16
Male, n (%) 39 (78%) 13 (50%) 35 (83%)
Race/Ethnicity
White non-Hispanic, n (%) 32 (64%) 4 (15%) 26 (62%)
Non-white, non-Hispanic, n (%) 9 (18%) 9 (34%) 7 (17.0%)
Hispanic or Latino, n (%) 9 (18%) 12 (46%) 9 (21%)
Insurance
Employer/Exchange, n (%) 36 (72%) 9 (35%) 29 (69%)
Medicaid/Uninsured, n (%) 14 (28%) 10 (38%) 13 (31%)
Maternal education level
Less than high school, n (%) 5 (10%) 2 (8%) 5 (12%)
High school grad.-some college, n (%) 13 (26%) 10 (38%) 11 (26%)
College grad. or above, n (%) 32 (64%) 9 (35%) 26 (62%)
Medical history®
Reported ADD or ADHD 10 (20%) 5 (19%) 10 (24%)
Severity indicators
LOC, n (%) 23 (46%) 19 (45%) 21 (50%)
GCS in ED of 15, n (%) 38 (76%) 20 (77%) 18 (93%)
GCS in ED of 13 or 14, n (%) 12 (24%) 6 (23%) 3 (7%)
Intracranial lesion (CT or MRI) 16 (32%) 7 (27%) 13 (31%)
Other injury 8 (16%) 7 (27%) NA
Orthopedic fracture, n (%) 6 (12%) 6 (23%) NA
Other bodily injury, n (%) 2 (4%) 6 (23%) NA
Mechanism of injury
Fall, n (%) 28 (56%) 7 (27%) 24 (57%)
Sports, n (%) 8 (16%) 2 (8%) 8 (19%)
Motor vehicle, n (%) 11 (22%) 16 (61%) 8 (19%)
Other, n (%) 3 (6%) 1 (4%) 2 (5%)
Hospital unit
ED only, n (%) 6 (12%) 3 (12%) 6 (14%)
Hospital no ICU, n (%) 24 (48%) 14 (54%) 20 (48%)
Hospital ICU, n (%) 20 (40%) 9 (35%) 16 (38%)
GOSE-P scores at 2 weeks, n (%)
1-Upper Good Recovery 19 (38%) 18 (43%)
2-Lower Good Recovery 8 (16%) 8 (19%)
3-Upper Moderate Disability 9 (18%) - 7 (17%)
4-Lower Moderate Disability 4 (8%) 2 (5%)
5-Upper Severe Disability 4 (8%) 2 (5%)
6-Lower Severe Disability 6 (12%) 5 (12%)

"Medical history is based on parent or self-report.
®Includes the three most common mechanisms of injury.

IQR, interquartile range; SD, standard deviation; ADD, attention deficit disorder; ADHD, attention- deficit/hyperactivity disorder; LOC, loss of
consciousness; GCS, Glasgow Coma Score; ED, emergency department; CT, computed tomography; MRI, magnetic resonance imaging; ICU, intensive

care unit; GOSE-P, Glasgow Outcome Scale-Extended, Pediatric Revision.

examine agreement between the GOSE-P and the HBI in identifying
children who improved from 2 weeks to 3 months, children who
improved by at least one GOSE-P category were considered ““‘im-
proved,” whereas those scoring the same or worse were ‘‘not im-
proved.”

HBI. The HBI is a 20-item scale used to assess the severity of
cognitive and somatic TBI-related symptoms in children.*** The
HBI has demonstrated adequate construct validity, internal consis-
tency reliability, and the ability to monitor children’s symptoms
longitudinally, and is used clinically as part of the Child Sport
Concussion Assessment Tool-5.2+2%637 The HBI includes a child-

rated version and a parent-rated version; the latter was used for this
analysis. In the parent-rated version, parents rate the frequency that
their child experienced specific somatic and cognitive symptoms
during the previous week and the 4 weeks before injury via the HBI.>*
The severity of somatic, cognitive, and total symptoms is then cal-
culated by summing the frequency scores in the respective domain.
To examine agreement with the GOSE-P, HBI scores were dichot-
omized. At 2 weeks, those exhibiting a reliable increase in symptoms
compared with pre-injury ratings were considered to have deficits. At
3 months, children exhibiting a reliable decrease in symptoms since
the 2 week time point were considered to have improved.*® Our
reliable change methodology is described further below.
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TABLE 2. COLLAPSED GOSE-P CATEGORIES WITH SAMPLE BEHAVIORS

GOSE-P categories Study group

Restriction examples

No functional deficit
Mild functional deficit

1) Upper Good Recovery
2) Lower Good Recovery
3) Upper Moderate Disability

No problems relating to the injury affecting daily life
School: reduced capacity
Social/Leisure: Participates a bit or much less

Family/Friendships: occasional problems or frequent but

4) Lower Moderate Disability
5) Upper Severe Disability
6) Lower Severe Disability

Significant functional
deficit

tolerable problems
School: attends school for severely injured children, tutored at home,
unable to attend school
Social/Leisure: rarely engages or is unable to participate
Family/Friendships: constant problems or intolerable problems

Home: increased dependence on caregivers

7) Vegetative state”
8) Death®

“No subjects scored a 7 or 8 on the GOSE-P.

The GOSE-P and HBI were completed at 2 weeks (+ 4 days) and
3 months (£ 7 days) post-injury. At 2 weeks, assessments were
typically completed in person, but 3 (6%) participants were unable
to attend in person, so they completed the assessments via phone.
At 3 months, all assessments were completed via phone.

Statistical analysis

All analyses were performed using SPSS 25.0 (SPSS Inc., Ar-
monk, NY). Medians, interquartile ranges (IQR), means, SDs, and
percentages were used to describe the sample. Fisher’s exact and
Mann—Whitney U tests were used to examine differences between
children included versus those excluded because of missing out-
come data. Kruskal-Wallis tests were used to determine differences
in cognitive, somatic, and total symptom severity between the three
collapsed GOSE-P categories at each time point (2 weeks and 3
months) and any differences in pre-injury symptom severity among
the GOSE-P categories. For significant group differences, post-hoc
analyses were performed using Dunn’s test with a Bonferroni
correction for multiple comparisons.*® For each analysis, the E*
estimate of effect size was calculated.*® Agreement between the
HBI and the GOSE-P for identifying both deficit and improvement
was assessed using Cohen’s x. Values of <0.20 were considered to
have “poor,” those of 0.21-0.40 were considered to have ‘‘fair,”
those of 0.41-0.60 were considered to have ‘“‘moderate,” those of
0.61-0.80 were considered to have “good,”” and those of >0.81
were considered to have ““very good”” agreement.*' Each analysis
was completed, both including and excluding those with extra-
cranial injuries, and differences in effect sizes were compared.

Reliable change confidence intervals (CI) were calculated to de-
termine if each child showed a statistically reliable increase or de-
crease in symptoms. Reliable change CI are used to determine if
changes in psychological test scores represent change beyond mea-
surement error.*>~" A CI is created by multiplying the standard error
of the difference (SEg;s) by the z score associated with the desired
level of confidence to create an estimate of measurement error sur-
rounding the difference score between repeated measurements. When
test—retest data are available, the SE gy is calculated using the stan-
dard error of measurement (SEM) calculated for each time point as
follows: SEM =SD+/1 — r> (where SD is standard deviation for the
respective time point and ry, is the test-retest reliability coefficient).
SE i is calculated as follows: SEgigr=/SEM' ,2 + SEM% If retest data
are not available, an “‘estimated” SEgy;¢ has been recommended by
multiplying the squared SEM for time 1 by 2, and taking the square
root (i.e., ZSEMIZ).45’52’53 For the HBI, test-retest data have not
been published for a sample that would be appropriate to calculate
reliable change estimates for the present study. Therefore, we used the
estimated SEg;¢ formula calculated from the parent ratings of the 50
subjects in the present study obtained 2 weeks post-injury.

Results

Two weeks following injury, 38% of the sample had a GOSE-P
score of 1 (““‘Upper Good Recovery”’), 16% had a GOSE-P score of
2 (“‘Lower Good Recovery’’), and 46% had GOSE-P scores of 3-6
indicating ““Upper Moderate Disability”” to ‘“Lower Severe Dis-
ability.”” Details of GOSE-P scores at 2 weeks are described in
Table 1. No differences in pre-injury HBI-determined symptom
severity were noted among the three collapsed GOSE-P functional
deficit categories (No, Mild, or Significant Functional Deficit).
The severity of somatic symptoms differed among the GOSE-P
outcome categories at 2 weeks ( X2 [2]=9.33 p<0.01) and 3 months
(% [21=8.27 p=0.02), and for total symptoms at 2 weeks fol-
lowing injury (3 [2]=7.34 p=0.03). Post-hoc analyses revealed
more severe symptoms in the ‘“Mild Functional Deficit”” group
than in the ““No Deficit”’ group for somatic symptoms at 2 weeks
(4* [21=-14.29 p=0.01) and 3 months (3> [2]=-12.35 p=0.03),
and for total symptoms at 2 weeks (3> [2]=-12.56 p=0.03).
Comparisons of symptom severity across functional disability
categories are detailed in Table 3.

Examining reliable change for individual children
on the HBI parent ratings

The reliable change methodology was used to examine increases
and decreases in symptoms for each child based on parent HBI
ratings. The internal consistency reliability coefficients for the HBI
parent ratings at 2 weeks were as follows: cognitive=0.92, so-
matic =0.85, and total score =0.91. The standard deviations for the
HBI parent ratings at 2 weeks were as follows: cognitive=8.16,
somatic=5.14, and total score=11.12. The estimated SE; was
3.26 for the cognitive scale, 2.82 for the somatic scale, and 4.72
for the total score (i.e., \/2SEMf). Each SEgir was multiplied by
1.28 to create the 80% CI for estimating measurement error,
yielding the following: 4.18 for the cognitive scale, 3.60 for the
somatic scale, and 6.04 for the total score. Therefore, a child’s score
had to improve or worsen by 5, 4, and 6 points before concluding
that the change was statistically reliable for the respective domain.

Comparison of subacute deficits identified
with the GOSE-P and HBI

At the 2 week time point, 31 (62%) participants had GOSE-P
scores of >2 and therefore were identified as having deficits per the
GOSE-P. Using the HBI, 14 (28%) subjects had a reliable increase
in cognitive symptoms, 21 (42%) had a reliable increase in somatic
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TaBLE 3. Symprom SEVERITY (HBI) BY FuNcTioNAL DEFICIT CATEGORY (GOSE-P)
2 weeks 3 months
Median® Mean® ) Median® Mean® P
Variables GOSE-P groups n (IOR) (SD) E?  value n (IOR) (SD) E?  value
HBI pre-injury No functional deficit 19 7 (0-16) 83 (7.5 0.03 043 29 13(3-16) 11.0(8.1) <0.01 0.88
cognitive score Mild functional deficit 17 11 (7-17) 11.5 (7.5) 15 13 (7-17) 11.9 (6.0)
Significant functional 14 9 (3-17) 9.9 (7.5) 6 9(2-19) 10.2 (9.1)
deficit
HBI cognitive No functional deficit 19 9 (1-17) 93(79) 0.07 0.18 29 12 (2-16) 11.0 (8.7) 0.03 043
score Mild functional deficit 17 16 (6-21) 14.1 (9.2) 15 14 (8-18) 13.5(6.8)
Significant functional 14 16 (7-28) 13.7 (6.5) 6 14 (8-21) 15.0 (8.7)
deficit
HBI pre-injury No functional deficit 19 0 (0-1) 1.1 (24) 009 0.12 29 2(0-3) 2.0 24) 0.09 0.09
somatic score  Mild functional deficit 17 2 (0-5) 2.8 (3.0) 15 324 3.1 (1.7)
Significant functional 14 1 (0-4) 2.1 (2.6) 6 2(0-5 2224
deficit
HBI somatic No functional deficit 19 2 (0-5)* 3.1(39) 0.19 <0.01 29 2 (0-5)* 334.2) 0.16 0.02
score Mild functional deficit 17 6 (4-14)* 8.1 (5.9) 15 5 (4-8)* 6.1 (3.9)
Significant functional 14 7 (2-10) 6.1 (44) 6 2(0-6) 2.5 (2.8)
deficit
HBI pre-injury No functional deficit 19 10 (1-16) 94 (7.8) 0.06 025 29 14 (5-20) 13.1(8.9) 0.02 0.57
total score Mild functional deficit 17 16 (7-21) 14.2 (8.6) 15 18 (9-19) 15.0 (6.5)
Significant functional 14 11 (3-18) 11.9 (8.6) 6 17 (2-23) 123 (10.2)
deficit
HBI total score No functional deficit 19 10 (5-19)* 12.3 (9.2) 0.15 0.03 29 14 (6-22) 14.3(10.3) 0.08 0.13
Mild functional deficit 17 25 (7-33)* 22.1 (13.0) 15 19 (15-25) 19.7 (9.1)
Significant functional 14 21 (16-26) 19.8 (8.3) 6 18 (10-26) 17.5(8.7)

deficit

“Pre-injury symptom level rated at 2 weeks.
"Pre-injury symptom level rated at 3 months.
*Indicates significant group differences at o=0.05 from post-hoc test.

HBI, Health and Behavior Inventory. GOSE-P, Glasgow Outcome Scale-Extended, Pediatric Revision. No functional deficit, GOSE-P score of ““Upper
Good Recovery”’; Mild functional deficit, GOSE-P scores of “Lower Good Recovery” or “Upper Moderate Disability’’; Significant functional deficit,
GOSE-P scores of ‘“Lower Moderate Disability”” or below; IQR, interquartile range; SD, standard deviation; Ez, epsilon-squared estimate of effect size.

symptoms, and 21 (42%) had a reliable increase in total symptoms
compared with retrospective pre-injury ratings, and therefore were
considered to have deficits. Absolute agreement between the two
measures in identifying children with post-injury deficits was 58%
for cognitive symptoms, 64% for somatic symptoms, and 68% for
total symptoms. There was fair statistical agreement between the
GOSE-P and the HBI at identifying deficits 2 weeks following
injury for cognitive (k=0.24, 95% CI: 0.04-0.44, p=0.03), so-
matic (k=0.31, 95% CI: 0.07-0.55, p=0.02), and total symptoms
(k=0.38, 95% CI: 0.15-0.61, p<0.01). When the measures dif-
fered, children were more commonly identified as having deficits
using the GOSE-P compared with the HBI. For example, 13 chil-
dren had GOSE-P scores of <2 (i.e., had deficits) and had no reliable
increase in total symptoms from pre-injury, whereas only 3 subjects
who had a reliable increase in total symptoms had a GOSE-P score
of 1 (i.e., had no deficits). When subjects with extracranial injuries
were excluded, absolute agreement increased slightly to 62% for
cognitive symptoms and to 71% for somatic and total symptoms.
Statistical agreement also slightly increased with the level of agree-
ment increasing from ““fair” to ““moderate” for somatic (x=0.44,
95% CI: 0.18-0.70, p<0.01) and total symptoms (x=0.44, 95%
CI: 0.18-0.70, p<0.01). Agreement at the individual participant
level is described in Table 4.

Improvement Identified with the GOSE-P and HBI

At 3 months, 21 (42%) participants had a 21 point improvement
on the GOSE-P, and therefore were identified as having improved

since the 2 week time point. Using the HBI, 13 (26%) participants
had a reliable decrease in cognitive symptoms, 14 (28%) had a
reliable decrease in somatic symptoms, and 17 (34%) subjects had a
reliable decrease in total symptoms since the 2 week time point and
therefore were considered to have improved. Absolute agreement
between the two measures for identifying children exhibiting im-
provement from 2 weeks to 3 months was 60% for cognitive
symptoms, 58% for somatic symptoms, and 64% for total symp-
toms. Agreement was poor agreement for identifying which chil-
dren had improved for cognitive (k=0.13, 95% CI: -0.13-0.39,
p=0.31), somatic (k=0.10, 95% CI: -0.17-0.37, p=0.48), and fair
for total (x=0.24, 95% CI: -0.03-0.51, p=0.08) symptoms. When
subjects with extracranial injuries were excluded, absolute agree-
ment increased slightly to 67%, 62%, and 69% for cognitive,
somatic, and total symptoms respectively. Kappa values also in-
creased slightly for cognitive (x=0.25, 95% CI: -.05-0.55, p=0.10),
and total symptoms (x=0.32, 95% CI: 0.02-0.62, p=0.04). Agree-
ment at the individual participant level is described in Table 4.

Discussion

The objective of this study was to evaluate the utility of the
GOSE-P to assess and monitor outcome in children with mild TBI
by comparing the severity of post-injury deficits identified using the
GOSE-P to the severity of TBI-related symptoms identified using
the HBI, a TBI-related symptom checklist used clinically to assess
and monitor recovery of children following mild TBI.>***-7 At
2 weeks, nearly two thirds (62%) of our sample had functional



TABLE 4. HBI (PARENT) AND GOSE-P RAW SCORES AND CHANGE IN SCORES BY SUBJECT 2 WEEKS AND 3 MONTHS AFTER INJURY

Pre-Injury Ratings® 2 weeks 3 months
Age HBI- HBI- HBI HBI- HBI- HBI GOSE- HBI- HBI- HBI- GOSE-
Subject  (years) Cog Som Total Cog Som  Total P Cog Som  Total P
Brain injury 1 11 17 0 17 16 0 16 1 517 6| 11 1
only 2 14 11 0 11 16 | 9| 25 | 31 16 117 17 3
3 11 10 0 10 18 | 8] 26 | 51 12 1 37 1517 11
4 16 20 8 28 19 8 27 51 14 1 5 19 21
5 15 18 6 24 18 6 24 31 (V) 21 21 11
6 12 2 1 3 4 6| 10 | 1 15 ] 21 17 1
7 6 6 0 6 16 | 15 ] 31 | 31 517 117 61 11
8 4 21 0 21 17 2 19 1 22 | 5 27 1
9 14 6 3 9 10 71 17 | 4 | 6 5 11 17 217
10 5 7 0 7 5 3 8 1 18 | 6 24 | 6]
11 15 1 0 1 1 2 3 1 2 0 2 1
12 13 12 4 16 17 | 5 22 | 2] 16 01 16 1 51
13 13 29 1 30 27 1 28 2] 16 1 51 21 1 11
14 15 7 0 7 7 0 7 31 16 | 0 16 | 11
15 12 7 10 17 4 21 61 2] 12 ] 6| 18 | 61
16 5 13 5 18 15 16 | 31 | 3] 21 | 77 28 3
17 8 12 0 12 19 | 51 24 | 1 16 5 21 2]
18 3 16 0 16 17 0 17 6 | 14 0 14 11
19 13 11 5 16 24 | 13 | 37 | 2] 18 1 13 3117 31
20 13 11 5 16 14 10 | 24 | 6 | 81 7 1517 21
21 14 21 1 22 23 1 24 1 24 3 27 1
22 8 18 1 19 17 13 | 30 | 6 | 21 12 33 11
23 16 15 3 18 21 | 10 | 31 | 4 | 14 1 21 16 1 11
24 14 0 3 3 2 5 7 1 0 9] 9 1
25 11 0 0 0 0 0 0 1 17 | 8| 25 | 2]
26 4 11 2 13 11 1 12 1 01 0 01 1
27 13 20 0 20 25 ] 91 34 | 31 30 | 01 30 51
28 6 2 0 2 18 | 4| 22 | 6 | 91 2 11 17 6
29 8 11 0 11 11 3 14 1 10 0 10 1
30 15 17 3 20 15 4 19 1 15 3 18 1
31 16 16 0 16 20 0 20 1 22 0 22 1
32 7 0 0 0 0 6| 6| 2] 11 ] 01 11 11
33 15 0 1 1 1 3 4 1 0 0 0 1
34 10 6 0 6 01 6| 6 2] 1 4 5 2
35 4 10 0 10 9 0 9 1 41 2 6 31
36 11 20 6 26 26 | 17 | 43 | 2] 24 15 39 2
37 16 0 2 2 0 1 1 2] 1 4 5 11
38 16 0 0 0 0 0 0 1 0 2 2 1
39 14 12 2 14 18 | 18 | 36 | 31 24 | 17 41 11
40 15 6 10 16 17 | 17 | 34 | 1 16 01 16 1 1
41 10 23 1 24 23 1 24 6 | 27 0 27 11
42 14 5 0 5 5 2 7 1 (V) 10 | 10 1
Other injury 43 8 7 0 7 5 0 5 51 8 2 10 11
44 12 0 2 2 14 | 4 18 | 6] 23 | 2 25 317
45 12 6 6 12 7 6 13 4 | 15 ] 7 22 | 117
46 16 1 0 1 71 12 | 19 | 51 5 117 6 1 5
47 6 7 1 8 9 51 14 | 31 5 01 51 11
48 12 0 0 0 0 51 5 1 10 | 8 18 | 2]
49 15 3 0 3 2 2 4 4 | 12 | 6 | 18 | 41
50 15 16 5 21 17 8 25 31 13 41 17 217
GOSE-P, Glasgow Outcome Scale-Pediatric Revision (1, “Upper Good Recovery”- 6, “Lower Severe Disability’’); HBI, Health and Behavior

Inventory (parent-rated, a higher value indicates more severe symptoms); Pre-injury ratings®=Retrospective ratings of pre-injury symptoms collected
2 weeks after injury; Cog, cognitive. Som, somatic. At 2 weeks: T, improvement from pre-injury (reliable decrease in symptoms) |, decline from pre-
injury (reliable increase in symptoms or any deficit identified on the GOSE-P). 3 months: 1, improvement from 2 week rating (reliable decrease in
symptoms or improved function per the GOSE-P score by >1 category) |, decline from 2 week rating (reliable increase in symptoms or decreased
function per the GOSE-P by =1 category).
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deficits documented by the GOSE-P. As hypothesized, children
with more severe deficits identified on the GOSE-P also had more
severe somatic symptoms (2 weeks and 3 months) and total symp-
toms (2 weeks), although no difference in cognitive symptom se-
verity was observed across the three GOSE-P deficits groups.
However, our hypothesis that the measures would demonstrate at
least ““good” agreement in identifying children exhibiting deficits
and recovery was not supported. The two measures demonstrated
“fair’” agreement in identifying those with deficits, supporting a
limited relationship between GOSE-P scores and the severity of
cognitive and somatic TBI-related symptoms. The GOSE-P iden-
tified more children with deficits than the HBI. It is important to
note that the children included in this study all had GCS scores of
13-15, but were required to present to the hospital and undergo
clinical neuroimaging. In our sample, 32% had abnormal neuroi-
maging, 40% were admitted to the intensive care unit (ICU), and
54% were hospitalized >24 h. Therefore, our results only apply to
children who presented to the hospital with presentations that
warranted neuroimaging, presumably excluding those with the
mildest acute presentations.

Distinctions between the HBI and GOSE-P may help to explain
the modest level of agreement between the two measures. Whereas
the GOSE-P is an assessment of functional status and measures
participation, as defined by the International Classification of
Functioning Disability and Health (ICF), in school, community,
and recreational activities, the HBI measures impairments, re-
flected as cognitive and somatic symptoms.>*~>® The HBI includes
cognitive and somatic symptoms, which can impact participation.
However, other types of restrictions, and behavioral or emotional
symptoms, included in some symptom checklists but not the HBI,
may also influence a child’s return to activities.?'**"~ Finally, in
this study, both the HBI and the GOSE-P were rated by parents, but
parents may rate symptoms differently than children, particularly
symptoms that are not easily observable.®’®* Participation re-
strictions measured by the GOSE-P may be more observable to
parents than symptoms. Future work that includes child-ratings of
symptoms may provide additional insight into the relationship
between the GOSE-P and clinically used symptom measures. Our
results do not indicate that the GOSE-P is more sensitive to the
effects of mild TBI than the HBI, but that differences between the
measures reflect the additional depth gained via multi-domain
outcome assessments that include measures across domains of
function and the ICF.

The results highlight the benefits of incorporating the GOSE-P
into a multi-domain outcome assessment, but also identify potential
challenges and considerations for future use of the GOSE-P. First, as
expected, we noted that the “Mild Functional Deficit” group had
more severe somatic and total symptoms than the “No Functional
Deficit” group, but found no difference in symptom severity be-
tween the “‘Significant Functional Deficit” group and the “No
Functional Deficit”” group. Although patients with more severe in-
juries may report fewer symptoms than those with milder deficits,*®
the specific scoring scheme of the GOSE-P also may result in over-
estimation of ‘“‘severe” disability in children with milder injuries.
The scoring reflects the alignment of the GOSE-P with the adult
GOSE but does not fully account for developmental differences in
expected behaviors between children and adults.'® For example, if a
child is more dependent on caregivers following injury, including
requiring additional prompting for ADLs, the GOSE-P scores the
child as having “severe” disability. Adults are expected to be in-
dependent in the home and community, so an increased need for
assistance or prompting reflects significant disability.
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In contrast, children normally require some assistance based on
developmental level; the increased need for assistance in the home
may reflect deficit, but not necessarily ““severe’ disability. In our
sample, 8 of the 14 children with ‘‘Significant Functional Deficit”
2 weeks post-injury were categorized based on decreased inde-
pendence in the home, without significant deficits in other domains.
Whereas impairment in home activities results in an ‘‘automatic”
severe disability categorization, decreased participation in social or
leisure activities can only be scored as ‘“Lower Good Recovery”
to “Lower Moderate Disability’’ but cannot be characterized as
“severe’’ disability on that basis alone. Therefore, allowable
scoring within GOSE-P functional domains may limit assessment
of overall post-injury abilities in children across the injury severity
and developmental spectrum.

Second, following TBI, recommendations for return to school
often include a graduated process, and full return to sports is only
allowed after a subsequent, similarly graduated, stepwise proto-
col.'"®* Recommendations for return to activity are based on
symptoms and activity tolerance, but guidelines also advise caution
and close monitoring of children for several weeks.”>*> GOSE-P
scores 2 weeks post-injury may reflect restricted activity because of
recommendations for limited activity, rather than the severity of
ongoing problems per se.

Finally, as noted in the adult GOSE, the GOSE-P likely reflects
functional deficits and disability from multiple causes, not exclu-
sively brain injury.?”*> We noted that exclusion of subjects with
extracranial injuries resulted in increased agreement between the
GOSE-P and the HBI, suggesting that in some cases functional
status was likely impacted by other injuries (i.e., upper extremity
fracture) versus the severity of TBI-related symptoms. Details re-
garding symptoms and functional status for those with other bodily
injuries compared with those without are described in Table 4.

The results should be interpreted in light of several limitations.
First, of otherwise eligible participants, only 66% had complete
outcome data at the 2 week and 3 month time points. Additionally,
differences were noted between those with and without complete
follow-up data in terms of the proportion of motor vehicle injuries,
representation of racial and ethnic minorities, female participants,
and those with multiple extracranial injuries. Given the higher rates
of motor vehicle-related injuries among groups with lower follow-
up rates, we suspect that consequences of these injuries may ac-
count for the differences, such as complexities of follow-up care
after multi-system trauma and/or loss of a vehicle. However, lower
follow-up rates among racial or ethnic minorities and females limits
the generalizability of the findings.

Our interpretation of change also has limitations. For the HBI,
we used reliable change methodology, which identifies statistically
reliable but not necessarily clinically meaningful change.*® With
the GOSE-P’s ordinal scale, we defined improvement as a change
of one category. However, it is unknown if a one category change
is statistically reliable or clinically meaningful. Additionally, at
2 weeks post-injury, we identified children with post-injury deficits
using a retrospective rating of pre-injury symptoms, which are
commonly used but prone to recall biases, and may result in
overestimation of post-injury deficits.5¢%”

Finally, this investigation was preliminary and limited by small
sample size and restriction of range such that few subjects exhibited
improvement, potentially contributing to low x values.?®% We
were also limited in our ability to analyze potentially impor-
tant subgroups because of the sample size. Parent ratings of
symptoms may differ based on the child’s age, as symptoms can
manifest differently in pre-school versus older children and
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adolescents.?>?%7% We completed a sensitivity analysis excluding
children under the age of 5, and the level of agreement between the
HBI and the GOSE-P remained “‘fair.”” However, given differences
in symptom manifestation between older and younger subjects, and
the identified concerns regarding the GOSE-P scoring scheme
particularly in younger children, additional investigation with a
larger sample that allows for analysis within specific age groups
and other clinically relevant subgroups is warranted. Finally, col-
lapsing the GOSE-P was a practical decision based on the limita-
tions of our sample size; however, this impacted our examination of
differences in symptoms across all GOSE-P categories and the
scoring scheme on the overestimation of disability.

Future investigations into statistically reliable and clinically
meaningful change in GOSE-P will help determine its utility for
longitudinal outcome assessment. Additionally, further refinement
of the scoring scheme to account for extracranial injuries, and
perhaps age-appropriate estimation of true disability in young
children, may improve the GOSE-P’s utility to assess participation-
level outcome after TBI. Overall, the findings highlight the value
of the GOSE-P as an assessment of functional status. However, the
differences between the measures also support the need for com-
prehensive multi-dimensional assessment that includes measures of
specific functional domains, not captured in a single hierarchical
measure of global outcome, to fully understand functional outcome
following TBI in children and adolescents.
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