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ABSTRACT

BACKGROUND AND PURPOSE: During a season of high school football, adolescents with actively developing brains experience a
considerable number of head impacts. Our aim was to determine whether repetitive head impacts in the absence of a clinically
diagnosed concussion during a season of high school football produce changes in cognitive performance or functional connectivity
of the salience network and its central hub, the dorsal anterior cingulate cortex.

MATERIALS AND METHODS: Football players were instrumented with the Head Impact Telemetry System during all practices and
games, and the helmet sensor data were used to compute a risk-weighted exposure metric (RWEcp), accounting for the cumulative
risk during the season. Participants underwent MRI and a cognitive battery (ImPACT) before and shortly after the football season.
A control group of noncontact/limited-contact-sport athletes was formed from 2 cohorts: one from the same school and protocol
and another from a separate, nearly identical study.

RESULTS: Sixty-three football players and 34 control athletes were included in the cognitive performance analysis. Preseason, the
control group scored significantly higher on the IMPACT Visual Motor (P = .04) and Reaction Time composites (P = .006). These
differences increased postseason (P = .003, P < .001, respectively). Additionally, the control group had significantly higher postsea-
son scores on the Visual Memory composite (P = .001). Compared with controls, football players showed significantly less improve-
ment in the Verbal (P = .04) and Visual Memory composites (P = .01). A significantly greater percentage of contact athletes had
lower-than-expected scores on the Verbal Memory (27% versus 6%), Visual Motor (21% versus 3%), and Reaction Time composites
(24% versus 6%). Among football players, a higher RWEcp was significantly associated with greater increments in IMPACT Reaction
Time (P = .03) and Total Symptom Scores postseason (P = .006). Fifty-seven football players and 13 control athletes were included
in the imaging analyses. Postseason, football players showed significant decreases in interhemispheric connectivity of the dorsal an-
terior cingulate cortex (P = .026) and within-network connectivity of the salience network (P = .018). These decreases in dorsal an-
terior cingulate cortex interhemispheric connectivity and within-network connectivity of the salience network were significantly
correlated with deteriorating ImPACT Total Symptom (P = .03) and Verbal Memory scores (P = .04).

CONCLUSIONS: Head impact exposure during a single season of high school football is negatively associated with cognitive per-
formance and brain network connectivity. Future studies should further characterize these short-term effects and examine their
relationship with long-term sequelae.

ABBREVIATIONS: ACC = anterior cingulate cortex; BOLD = blood oxygenation level-dependent; dACC = dorsal anterior cingulate cortex; DMN = default
mode network; HIE = head impact exposure; IHC = interhemispheric connectivity; RPFC = rostral prefrontal cortex; RWEcp = risk-weighted exposure com-
bined probability; SN = salience network

he effect of repetitive head impact exposure (HIE) on brain
structure and function has been a major focus of study and
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debate in the field of mild traumatic brain injury, given its poten-
tial as a risk factor for adverse long-term neurologic outcomes of
sport participation.”” Considerable research and public health
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SUMMARY

PREVIOUS LITERATURE: While concussions have been extensively studied, emerging evidence indicates that repetitive non-con-
cussive head impacts significantly impact brain health in adolescent athletes, affecting brain structure as well as critical func-
tional networks like the Default Mode Network (DMN). These impacts may also disrupt the salience network and its central
hub, the dorsal anterior cingulate cortex (dACC), which are integral to cognitive performance. However, the specific effects of
repetitive head impact exposure (HIE) on these networks, particularly the salience network and dACC, and their correlation with
cognitive outcomes, remain underexplored, highlighting a gap in our understanding of their long-term implications.

KEY FINDINGS: Repetitive non-concussive head impact exposure over a season of high school American football, is associated
with slight cognitive impairments and alterations in brain connectivity of the dACC and salience network. Notably, affected ath-
letes showed no improvements in verbal and visual memory tests typically seen with retesting, as found in controls.

KNOWLEDGE ADVANCEMENT: We present novel evidence that repetitive non-concussive head impact exposure may result in
connectivity disruptions of the salience network and the dACC that seems to accompany subtle cognitive impairments after a
season of high school football. We also highlight that verbal memory performance may be an especially sensitive cognitive

domain.

resources have been devoted to studying, preventing, and prop-
erly managing concussions. However, subconcussive head
impacts that are not associated with clinically diagnosed concus-
sion constitute most HIE.” This point is of particular concern in
youth and adolescent athletes who experience concussive and
subconcussive impacts at a similar rate compared with higher-
level competition, given that they may be more vulnerable to del-
eterious effects during sensitive periods of neurodevelopment.*”
There are noticeable associations between repetitive HIE and
the connectivity of major brain networks in adolescents,””
especially the default mode network (DMN).*° Additional
studies have shown that youth and adolescent athletes from
multiple sports can demonstrate impairment on cognitive tests

10-12
0-12 However, the

following varying degrees of repetitive HIE.
relationship between network changes in functional connectiv-
ity and cognitive performance in the setting of subconcussive
HIE remains unclear.

One of the major brain networks of concern regarding the
effects of HIE is the salience network (SN), as well as its central
hub, the dorsal anterior cingulate cortex (dACC). Furthermore,
the SN is one of the key networks implicated in posttraumatic
brain injury cognitive and psychiatric dysfunction."”® The SN is
thought to coordinate the response to salient stimuli, interpreting
interoceptive input and modulating visceromotor output. The SN
interacts with other major networks and notably balances between
the DMN and the central executive network, when transitioning
between rest and task-oriented behaviors.'*' Thus, injuries causing
functional disruption within regions of the SN are of particu-
lar concern in the setting of repetitive HIE. However, the
effect of repetitive HIE on the SN and dACC remains incom-
pletely elucidated.

Recent studies have revealed associations between concussion
and functional connectivity of the anterior cingulate cortex (ACC)
and the SN. Collegiate athletes who sustained concussion showed
increased connectivity between the ACC and other key brain
regions related to executive function, which may indicate compen-
satory increases in functional burdens.'® Moreover, persistently
decreased blood oxygen level-dependent (BOLD) functional MRI

activation in the ACC has been observed during a working mem-
ory task following concussion.'” Conversely, increased functional
connectivity within the SN has been correlated with preserved
memory in aging, specifically on verbal memory-based tasks."®
Thus, the effect of repetitive HIE on the dACC and SN during a
critical neurodevelopmental period is of particular interest, given
the importance of these regions in maintaining healthy neurologic
and psychiatric function.

In this study, we investigate changes in functional connectiv-
ity within the JACC and SN along with changes in cognitive per-
formance in adolescent athletes after a single season of American
high school football, examining the relationship between these
changes and cumulative HIE during that season. We hypothesized
that football players would demonstrate significant single-season
changes in functional connectivity that would correlate with
changes in cognitive scores and HIE. Additionally, we predicted
that football players would demonstrate poorer cognitive perform-
ance or lack of improvement compared with control athletes.

MATERIALS AND METHODS

Overview

The imaging Telemetry And Kinematic modeLing (iTAKL) study
followed high school football players throughout a football season
to study the effects of repetitive HIE on the brain. The players
underwent cognitive testing and MRI during the same study visit,
both preseason and postseason. HIE was measured with the
Head Impact Telemetry System (HITS; Simbex), which uses
accelerometers embedded in the helmets. Preseason assessments
were several days to 1 month before the first contact practice, and
postseason assessments were performed at the earliest opportu-
nity after the conclusion of the season (median, 26 days; inter-
quartile range, 14-38days). Control athletes from local sports
teams were recruited for preseason and postseason cognitive test-
ing; they also underwent pre- and postseason MRI during their
study visits. Additional control athletes were recruited for cogni-
tive testing by collaborators as part of a similar high school study
conducted at the Geisel School of Medicine at Dartmouth
(Hanover, New Hampshire). The control athletes participated in
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Football Players (n = 95)

Excluded: (n = 24)

® Concussion (n=9)

® History of Concussion (n=1)

¢ Learning Disability (n = 3)

* Post Season assessment >6 weeks (n = 11)

Assessed for data quality and
completeness (n=71)

BOLD Data
Excluded: (n = 14)

® Failed Visual Quality Check (n=12) *—
* Excessive Motion (n = 2)

Cognitive Data

Missing Data (n = 8)

Connectivity data (n = 57)

With HIE data (n = 51)

Cognitive & Connectivity Data
(n=50)

Complete Cognitive data (n = 63)

With HIE data (n = 58)

FIG 1. Flow chart of football group exclusion steps and sample sizes for all the analyses.

a variety of noncontact and limited-contact sports, including ten-
nis, track, cross-country, rowing, swimming, golf, and baseball.

Standard Protocol Approvals, Registrations, and Participant
Consents
Study protocols at each site were approved by the appropriate
institutional review board at Wake Forest School of Medicine
and the Geisel School of Medicine at Dartmouth. Written
informed consent was obtained from a parent or legal guardian,
and written assent was obtained from each study participant.
Football players 13-18 years of age at the time of enrollment
were recruited from the junior varsity and varsity teams of a local
high school during the 2012-2019 football seasons. Potential par-
ticipants were excluded if they or their parents reported that the
participant had any of the following: 1) developmental disorders,
2) neurologic disorders, 3) psychological disorders, 4) medica-
tions known to alter brain rhythm, or 5) MRI contraindications.
To focus on repetitive HIE, we excluded players who experienced
a clinically diagnosed concussion during the season or had
reported a history of previous concussion from the analysis.
Furthermore, we excluded football players who had their postsea-
son assessments >6 weeks after the end of the season to limit the
influence of factors unrelated to football participation (i.e., partic-
ipation in a winter sport, deconditioning, and so forth). Board-
certified neuroradiologists evaluated all MRI scans for clinically
relevant abnormalities; participants with overt structural abnor-
malities, including but not limited to tumors, previous or acute
infarcts, AVMs, or aneurysms were excluded from the study. For
players with multiple years of participation in the study, we used
the data from their first season for the analysis. Of 95 football
players, 71 were considered for analysis (Fig 1).
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A group of male high school athletes participating in noncon-
tact and limited-contact sports, with no prior tackle football expe-
rience, were used as controls. Thirteen controls from local high
school teams were enrolled in the iTAKL study and underwent
the same cognitive assessments and imaging protocol as the foot-
ball players at preseason and postseason time points coinciding
with the pre- and postseason study visits for the football athletes.
For the cognitive analysis, an additional group of 21 athletes en-
rolled in New Hampshire with the same pre- and postseason cog-
nitive assessments was included to augment the size of the control
group and increase statistical power. These additional control ath-
letes were subject to the same exclusion criteria as participants in
the iTAKL study and did not differ from the iTAKL controls in
age or cognitive performance (Online Supplemental Data).

Cognitive Assessment

Participants took the Immediate Post-Concussion Assessment
and Cognitive Test (ImPACT; https://link.springer.com/
referenceworkentry/10.1007/978-0-387-79948-3_1873), a widely
used computerized neuropsychological tool at their pre- and
postseason study visits.'” Test administration was completed
individually under the supervision of trained personnel. Data
quality was reviewed and checked for validity using the Impulse
Control composite scores (invalid if >30). Sixty-three of 71 foot-
ball players and all 34 controls had complete and valid data for
both time points (Fig 1).

Head Impact Measurement

During all practice and game sessions, football players wore hel-
mets fitted with HITS. The HITS is a common impact measure-
ment system in American football and uses an array of 6 single-


https://link.springer.com/referenceworkentry/10.1007/978-0-387-79948-3_1873
https://link.springer.com/referenceworkentry/10.1007/978-0-387-79948-3_1873

axis accelerometers that are spring-loaded to maintain contact
with the head.**** To avoid recording spurious impacts, we set the
lower limit of data acquisition to a peak linear head acceleration of
10 g. Additionally, videographic recording and review of each ses-
sion was conducted to ensure that all impacts not directly related
to helmeted athletic participation were removed from the data set.
The composite metric risk-weighted exposure combined probabil-
ity (RWEcp) was used to capture cumulative HIE, as detailed in
prior studies.”*** Of the 63 football players with complete cogni-
tive data, 58 had HITS data sufficient to compute the HIE metrics;
of the 57 football players with complete imaging data, 51 had
HITS data sufficient to compute HIE metrics. A total of 50 foot-
ball players had complete cognitive data, imaging data, and HIE
metrics (Fig 1).

MRI Acquisition

All football players were scanned during their pre- and postsea-
son assessments; 13 iTAKL controls were scanned at similar time
points, which, as mentioned above, were timed to coincide with
the football players’ study visits and did not always coincide with
the start and end of their respective sport season. All MRI
sequences throughout the study were acquired on the same 3T
Magnetom Skyra MRI scanner (Siemens) using a 32-channel
head/neck radiofrequency coil. Participants were supine and
were instructed to remain still with their eyes open during acqui-
sition. The resting-state BOLD data were acquired for 6.3 minutes
using a gradient-echo-planar imaging sequence with the following
parameters: TR = 2000 ms, repetitions= 190, TE = 25ms, flip
angle = 90°, field of view = 224 x 224 mm, 3.5-mm’ isotropic reso-
lution. Field map imaging was performed using a double-echo gradi-
ent-echo sequence (TR = 488.0 ms, TE = 4.92/7.38 ms, voxel size =
35x35x 35, flip angle = 60°) that generated 2 magnitude
images and 1 phase image. Structural T1-weighted images were
acquired for spatial normalization using a 3D MPRAGE sequence
with the following parameters: TR = 2300 ms, TE = 2.98 ms, flip
angle = 90°, FOV = 256 x 256 mm, 1-mm?> isotropic resolution.

Imaging Data Preprocessing

Field-map distortion correction of the BOLD data was performed
using the standard tool FUGUE in FSL (https://fsl.fmrib.ox.ac.
uk/fsl/fslwiki/FUGUE). All further preprocessing was performed
with Statistical Parametric Mapping 12 (SPM12) software (http://
www.fil.ion.uclLac.uk/spm/) as implemented in the CONN func-
tional connectivity toolbox (Version 20.b; https://web.conn-
toolbox.org/) preprocessing pipelines,” running on Matlab R2015b
(MathWorks). Imaging data were processed using a standard
CONN preprocessing pipeline. T1-weighted images were real-
igned and normalized to the Montreal Neurological Institute
template and used to generate tissue segmentations of gray mat-
ter, white matter, and CSF. Resting-state BOLD data-processing
included realignment, slice-timing correction, direct segmenta-
tion and normalization into Montreal Neurological Institute
space, and spatial smoothing with an 8-mm?> full width at half
maximum Gaussian kernel. For motion artifact detection and re-
moval, volumes or scans with the following cutoffs were flagged
as outliers: 1) scan-to-scan global BOLD signal change of >3
SDs, or 2) >1-mm frame-wise displacement. The denoising step

included scrubbing of the flagged outlier scans, regression of the
6 motion parameters and their first-order derivatives, and the re-
moval of white matter and CSF-related noise on the basis of the
first 5 principal components estimated from the BOLD signal of
these segments using the anatomical component correction
(aCompCor) process, which is a component-based noise-correc-
tion method.””*® After scrubbing and nuisance regression,
images were detrended and bandpass-filtered between 0.008 and
0.1 Hz. After denoising, 2 football players with >20% of outlier
volumes per scanning session (>38/190 volumes) were excluded
from the imaging analysis due to their excessive motion; an addi-
tional 12 football players were excluded during a visual quality
check of the BOLD data, principally for incomplete brain coverage.

Functional Connectivity Measures

Fifty-seven football players and the 13 controls were included in
the functional connectivity analysis, performed using the CONN
functional connectivity toolbox (Version 20.b).*® Interhemispheric
connectivity (IHC) at each voxel was computed by calculating the
Fisher-transformed correlation coefficient between the BOLD sig-
nal at a given voxel and that of the corresponding voxel in the con-
tralateral hemisphere. To calculate IHC for our RO, the dorsal
ACC, we averaged the IHC of all voxels in the right dACC
(Brodmann area 32) as delineated by the Brodmann atlas available
within CONN. Within-network connectivity of the SN was calcu-
lated by averaging the Fisher-transformed pair-wise correlations
for all the ROI pairs in an ROI-to-ROI connectivity matrix of SN
regions, defined in the standard networks atlas in CONN.? These
SN ROIs were obtained from an independent component analysis
of 497 subjects from the Human Connectome Project (https://
www.humanconnectome.org/) and included 7 regions: the joint
anterior cingulate cortices, right and left anterior insulae, right and
left supramarginal gyri, and right and left rostral prefrontal cortices
(RPEC). Connectivity measures were exported from CONN for
further statistical analysis.

Statistical Analyses

Cognitive Data. We first compared demographic information
and test-retest intervals between football players and controls.
We also examined their InPACT performances for distributional
attributes and outliers. Baseline (preseason) and postseason InPACT
scores for the 2 groups were compared using a linear mixed model
implemented in jamovi (https://www.jamovi.org/) using the GAMLj
module (https://gamlj.github.io/), which integrates the R-based
package Ime4 (https://cran.r-project.org/web/packages/lme4/index.
html).***" Fixed effects included time point, group, and time point
by group interactions to compare the change from baseline of the
2 groups. We also included the test-retest interval as a fixed-effect
covariate to control for the variability in practice effects. Participant
identifiers were the random effects in the model.

ImPACT scores were also analyzed using a regression-based z
score approach.”® This method is like a reliable change index and
enables the identification of participants who underperformed
during their postseason assessment. By means of multiple regres-
sion models incorporating baseline score, age, and test-retest
interval, we calculated a predicted range of postseason scores for
each metric based on the control athletes’ data. For each
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Table 1: Baseline and post-ImPACT composite raw scores in football players versus control athletes

Football Players (n = 63) Control Athletes (n = 34)
ImPACT Composite Score Baseline (Mean) (SD) Post (Mean) (SD) Baseline (Mean) (SD) Post (Mean) (SD)
Verbal Memory composite®© 86.2 (10.6) 86.8 (11.7) 86.6 (10.5) 90.9 (87)
Visual Memory compc)siteb'C 74.9 (13.0) 73.3(12.9) 77.5 (13.0) 83.5 (12.4)
Visual Motor composite*® 36.9 (6.7) 37.6 (8.) 40.6 (7.) 427 (5.7)
Reaction Time composite® 0.62 (0.096) 0.62 (0.089) 0.58 (0.070) 0.56 (0.061)
Total Symptom Score 4.8 (7.6) 4.7 (6.6) 3.2 (4.5) 3.4 (3.5)
Note:—Post indicates postseason.
* Statistically significant findings (P < .05) for the main effect of time point (baseline versus postseason, for all athletes).
® Statistically significant findings (P < .05) for thew main effect of group (football versus control athletes).
€ Statistically significant findings (P < .05) for group by time point interaction.
*
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FIG 2. Changes in cognitive performance in IMPACT composites that had a significant time point by group interaction. Football players (n =

63), control athletes (n = 34). Single asterisk indicates P < .05; double
standard error).

participant, z scores for each metric were computed for both
groups and represented the difference between the actual postsea-
son score and the predicted postseason score. Before data analy-
sis, a z score cutoff of >1.5 SD lower than the predicted value
was selected to identify poor performers. We used y? tests to
determine whether the football group contained a disproportion-
ate number of poor performers for each metric.

Functional Connectivity

Due to the disproportionate sample sizes, with only 13 control
athletes versus 57 football players, we refrained from comparing
connectivity-change differences between the groups, because the
limited control data may lead to unreliable inferences. Preseason-
to-postseason changes in the IHC of the dACC and SN connectiv-
ity were assessed independently in the football and control groups
using paired-sample t-tests in jamovi. Additionally, connectivity
measures of the football group were examined for correlations
with InPACT A scores (post- minus preseason). Due to the small
sample size of the control group, analyses are underpowered but
were performed to reveal the direction of change. To examine
which subregions of the SN drove connectivity changes, we per-
formed ROI-to-ROI connectivity analysis within the SN for each
group independently in CONN to visually illustrate significant
changes at the connection level (P value uncorrected, < .05).

Correlations with RWEcp
For the football players, A scores for INPACT composites, IHC
of the dACC, and average within-network connectivity for the

120 Kawas Aug 2024 www.ajnr.org

asterisks, P << .0l. SE indicates standard error (Whiskers represent the

SN were calculated. The Pearson or Spearman correlation was
used to evaluate the linear correlation between these change
measures and RWEcp.

RESULTS

Participants

The football and control athletes included in the cognitive
analyses did not differ significantly in age (football group:
16.4 [SD, 1.2] years versus controls: 16.5 [SD, 1.2] years), but
the test-retest interval was longer for football players than for
controls (football group: 136.9 [SD, 23.3] days versus controls:
116.5 [SD, 31.7 ]days, P < .001). The football and control ath-
letes included in the connectivity analyses did not differ sig-
nificantly in age (football group: 16.5 [SD, 1.1] years versus
controls: 16.8 [SD, 1.1] years) or in the scan test-retest interval
(football group: 139.9 [SD, 20.3] days versus controls: 137.7
[SD, 28.6] days).

Cognitive Performance

IMPACT Scores. Table 1 shows the pre- and postseason results
of the ImPACT scores for the football players and the control
athletes. Preseason performance was similar, though the control
group performed better than the football group on the Visual
Motor composite (P = .04) and the Reaction Time composite
(P = .006). For postseason performance, the control athletes
group scored significantly higher than football players on the
Visual Memory composite, Visual Motor composite, and the



Table 2: Regression-based z scores for postseason INPACT composite scores for football players (n = 63) and control athletes

(n = 34)°
Football Players (n = 63) Control Athletes (n = 34) P Value of
ImPACT Composite Score z Scores (Mean) (SD) Percentage < 1.5 SD Percentage < 1.5 SD x” Test
Verbal Memory composite —0.36 (1.28) 27 5.9 or
Visual Memory composite —0.46 (1.02) 19 1.8 36
Visual Motor composite —0.24 (118) 20.6 3 02°
Reaction Time composite —0.45 (1.29) 23.8 5.9 03°
Total Symptom Score 0.17 (1.60) 14.3 8.8 44
*Variables controlled for in the regression models: 1) baseline scores, 2) age, 3) test-retest interval.
b Statistically significant.
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FIG 3. Changes in connectivity in football players (n = 57) and control athletes (n = 13). SE = standard error (Whiskers represent the standard

error)

Reaction Time composite (P = .001, P = .003, and P < .001,
respectively). There were also significant group-by-time point
interactions for the Verbal Memory composite (P = .04) and
the Visual Memory composite (P = .01). Figure 2 shows how
the control group had significantly greater improvement from
baseline to postseason on these composites. Also, the local
iTAKL controls and the controls from New Hampshire showed
no differences in pre- or postseason ImPACT scores (Online
Supplemental Data).

Regression-Based z-Score Analysis

On the basis of the z scores from the regression models that
accounted for baseline scores, age, and test-retest intervals, the
football group had a significantly higher percentage of players
who performed =1.5 SDs below their predicted level on the
Verbal Memory composite, Visual Motor composite, and the
Reaction Time composite compared with the control group
(Table 2).

Functional Connectivity Measures

The football group had significant decreases postseason in both
dACC THC and the average within-SN connectivity. There were
no significant changes for the control group, but a nonsignificant
drop in within-SN connectivity was observed (Fig 3). Within-SN
ROI-to-ROI connectivity suggested that different patterns of con-
nectivity decrease at the connection level might drive overall
within-SN connectivity in each group. In football players, ACC to
the right RPFC (P = .01), ACC to the left RPFC (P = .01), and
ACC to the anterior insula (P = .02) exhibited significant

decreases during the test-retest interval. In controls, the ACC to
the right RPFC (P = .01) and right RPFC to the left RPFC (P =
.03) exhibited significant decreases during the test-retest interval
(Online Supplemental Data).

In the football players, decreases in the dACC IHC signifi-
cantly correlated with increases in the ImPACT total symptom
score (P value = .03, Spearman p = —0.3). Additionally, decreases
in within-SN connectivity correlated significantly with decreases in
the Verbal Memory composite (P value =.04, r = 0.29; Table 3).

RWEcp
Increased HIE as measured by RWEcp was associated with
significant slowing in reaction time (P value = .03, Spearman
p = 0.29), and significant increases in total symptom scores
(P value = .006, Spearman p = 0.36). There were no signifi-
cant correlations between RWEcp and dACC IHC or within-
SN connectivity (Table 4).

DISCUSSION

Our findings demonstrate that repetitive head impacts during a
season of American football without a clinical diagnosis of a
concussion are associated with subtle cognitive decrements and
connectivity changes in the adolescent brain. Football players
showed no improvement in their INPACT Verbal Memory and
Visual Memory composite scores, while controls showed signifi-
cant improvement in both composites. In addition, there was a
significantly higher proportion of these contact athletes who
performed >1.5 SDs below predicted scores on the InPACT
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Table 3: Relationship between change in IMPACT scores and change in connectivity measures in football players n = 50

Change in Connectivity Measure (Post minus Pre)

IHC of dACC Within-SN Connectivity
Change in IMPACT Composite (Post minus Pre) Correlation P Value Correlation P Value
Verbal Memory composite® —0.04 76 0.29° .04°
Visual Memory composite® 0.07 .65 0.01 .95
Visual Motor composite® 0.02 91 0.13 38
Reaction Time composi‘reb —0.06 .68 -0.09 .54
Total Symptom Score® —0.3° .03° 0.17 24

Note:—Post indicates postseason; Pre, preseason.

*Pearson correlation coefficients.

® Spearman correlation coefficients, because these variables were non-normally distributed.
© Statistically significant.

Table 4: Relationship between head impact exposure and change in connectivity and
cognitive measures

Head Impact Exposure Metric

reported in collision sport athletes after

. 3537 .
concussion, functional measures

such as dACC THC may provide a

Change in InPACT Composite (RWEcp)® more sensitive measure of the integrity
(Post minus Pre) (n = 58) Spearman Rho P Value of the corpus callosum that precedes
Verbal Memory composite -0.15 26 or predicts the risk of changes in met-
Visua: Memory composite 0.02 9 rics derived from DTI. This possibility
Visual Motor composite 0.01 .95 . . .
S T cor?]positea 0.29° 03 is especially relevant in younger ath-
Total Symptom Score® 036° 006° letes undergoing maturation of impor-
Change in connectivity measure (Post minus Pre) (n = 51) tant white matter tracts.
IHC of dACC -0.08 57 Previous studies have shown that
Within-SN connectivity 0.04 77 RWECcp or similar measures had strong

Note:—Post indicates postseason; Pre, preseason.
These variables are non-normally distributed.
® Statistically significant.

Verbal Memory, and Visual Motor and Reaction Time compo-
sites, corroborating a similar finding in a cohort of collegiate
contact sport athletes.'> At postseason, football players had
decreased dACC THC and within-SN connectivity, correlating
with poorer total symptom scores and verbal memory perform-
ance, respectively. The control group also exhibited a decrease in
within-SN connectivity, albeit not statistically significant, and the
specific connections that drove this decrease in within-SN con-
nectivity were different in the football players. This finding may
reflect developmental pruning, and future studies are needed to
explore SN development in adolescents and adolescent athletes.

These findings are consistent with previous literature and fur-
ther strengthen the case for a relationship between repetitive HIE
and neurocognitive performance.'®'*** Despite the widespread
use of ImPACT, student athletes with a high-impact burden do
not regularly undergo repeat InPACT administration or clinical
evaluation in the absence of a diagnosed/suspected concussion.
These findings highlight the importance of studying athletes who
fail to demonstrate the expected improvement between pre- and
postseason assessments and suggest that more diligent monitor-
ing of symptoms and cognitive functioning may be a reasonable
precaution to protect adolescent development.

These changes in connectivity build on previously reported
connectivity abnormalities in critical brain regions and networks
following a concussion in youth and adolescent athletes.*” The
right and left dACC are hubs for the SN connected by tracts within
the anterior corpus callosum that may be susceptible to repetitive
HIE.** While structural abnormalities in the corpus callosum are
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correlations to changes in fractional an-

isotropy, mean diffusivity, and other

diffusion measures of microstructural

integrity.'®'"*? If functional connectiv-
ity changes are mediated primarily by changes in white matter,
then it would be reasonable to expect a relationship between
RWEcp and functional connectivity. We did not find any correla-
tions between RWEcp and changes in dACC IHC or within-SN
connectivity. We found modest-but-significant correlations
between RWEcp and changes in the Reaction Time composite
and Total Symptom Score. These findings may reflect the limita-
tions of the current analysis, especially regarding statistical power,
but they may also suggest a multifactorial relationship among
HIE, microstructural damage, and compensatory/pathologic func-
tional changes.

There are some limitations in interpreting these results. This
cohort was limited to male high school football athletes, so the
generalizability of these findings to female athletes or other sports
with different HIE profiles remains in question. Few controls
have been enrolled in the iTAKL study, limiting statistical power
and hindering direct between-group statistical comparison of
imaging-based measures. The football players were not assessed
during the season or at an equally immediate time following the
season, and there are no data to extrapolate the HIE burden (i.e.,
from a winter sport) or degree of HIE cessation after the end of
the season. This issue made it difficult to disambiguate the imme-
diate effect of the football season from an individual’s capacity to
recover and may reduce the magnitude of between-group differ-
ences in the cognitive data and connectivity measures. Last, given
the lack of statistical power in the control group noted above and
the exploratory nature of the analysis, we did not adjust for



multiple comparisons. Replication in a properly powered cohort
will be crucial to confirm and further elaborate on these findings.

CONCLUSIONS

The current findings offer a framework and preliminary evidence
regarding the relationship among repetitive HIE, connectivity of
the SN, and cognitive performance. There is no doubt that subject
and environmental factors, such as HIE, interact to confer unique
effects. Future studies that more precisely account for interactions
between subject-level factors and HIE are needed to accurately
address the public health concerns posed by head impacts in
youth and adolescent contact sports.
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