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This research investigates the chronic effect of moderate
to severe traumatic brain injury on brain white matter in-
tegrity, as reflected by diffusion tensor imaging metrics,
and the assessment of their correlation to neuropsycholog-
ical response. Thirteen male participants with traumatic
brain injury (8.4 years average post-injury time) were com-
pared to a matched group of neurologically healthy con-
trols. None of the traumatic brain injury subjects had
received post-acute neurocognitive and/or neuropsycho-
logical rehabilitation. Between-group comparison of frac-
tional anisotropy, mean diffusivity, axial diffusivity, and
radial diffusivity was performed for the whole brain and
corpus callosum. An extensive battery of visual and ver-
bal memory tasks was employed for the comparative as-
sessment of neurocognitive performance. Between-group
and within-group performance differences were correlated
with fractional anisotropy, mean diffusivity, axial diffusiv-
ity, and radial diffusivity of corpus callosum. Significant
changes in global fractional anisotropy, mean diffusivity,
and radial diffusivity were associated with traumatic brain
injury. Visual memory capacity was reduced in traumatic
brain injury, and this deficit was correlated to white matter
integrity loss at the corpus callosum. Participants with trau-
matic brain injury underperformed controls in verbal mem-
ory as well, but no correlation with corpus callosum diffu-
sion tensor imaging properties was established. Between-
group performance difference was correlated with corpus
callosum diffusion metrics in several tasks. Significant cor-
relations were found between corpus callosum diffusion
tensor imaging metrics and neuropsychological response
within the traumatic brain injury group. Changes in whole

brain and corpus callosum diffusion tensor metrics inflicted
by moderate to severe traumatic brain injury are still evi-
dent several years post-injury and relate to neurocognitive
impairment, while loss of white matter integrity seems to
correlate with episodic and working memory impairment.

Keywords
Traumatic brain injury; chronic effects; diffusion tensor imaging; white
matter; corpus callosum; visual memory; verbal memory

List of Abbreviations
AD Axial Diffusivity

AVLT Auditory Verbal Learning Test

CC Corpus Callosum

CL Confidence Level

DTI Diffusion Tensor Imaging

EPI Echo Planar Imaging

FA Fractional Anisotropy

FMRIB Functional Magnetic Resonance Imaging of the Brain

HC Healthy Controls

MD Mean Diffusivity

MRI Magnetic Resonance Imaging

RD Radial Diffusivity

ROI Region of Interest

TBI Traumatic Brain Injury

TBSS Track Based Spatial Statistics

WM White Matter

VSTM Visual Short Term Memory



1. Introduction
Traumatic brain injury (TBI) is a public health challenge of

vast proportion (Maas and Menon, 2017). Moderate to severe TBI
is increasingly regarded as a condition with neuropsychological ef-
fects that extend through acute and chronic phases for several years
post-injury, resulting in a neurodegenerative cascade (Konstanti-
nou et al., 2016; Laglois et al., 2006). Diffusion tensor imaging
(DTI), can assist in injury characterization and monitoring of TBI
evolution (Kwon and Jang, 2012) and observation of neural regen-
eration (Jiang et al., 2013). Specifically, DTI-derived metrics as-
sess injury-induced changes in oriented tissue such as brain white
matter (WM) (Hutchison et al., 2016; Levin et al., 2008; Moseley
et al., 2008). The characterization and quantification of changes
inflicted by TBI on brain microstructure, the assessment of their
effect on neuropsychological response, as well as the tracking of
their time evolution, may provide guidance for patient manage-
ment in terms of rehabilitation, participation in community life,
and ability to work (Lorenz and Katz, 2015). Brain microstructure
assessment by DTI during the TBI sub-acute phase may constitute
a tool for predicting long-term cognitive outcome (Endlow et al.,
2016; Messè et al., 2011;Wang et al., 2011;Wilde et al., 2008). Al-
though further standardization of DTI implementation and report-
ing may be needed (Asken et al., 2017; Fortin et al., 2017), residual
microstructural abnormalities and functional loss are generally re-
ported as chronic consequences of TBI (Faber et al., 2016; Hashim
et al., 2017; Moen et al., 2016).

Memory functions require uni- and bi-lateral transfer of infor-
mation through the corpus callosum (CC), a WM structure vul-
nerable to TBI (Arenth et al., 2014; Mathias et al., 2004; Pollmann
et al., 2004; Schulte et al., 2005; Treble et al., 2013). Damaged
microstructural integrity of CC due to TBI may disrupt this con-
nectivity, thus impair memory. A longitudinal study in partici-
pants with severe TBI reported that corpus callosal DTI measures
at the acute phase can predict long-term outcomes in learning and
memory (Wang et al., 2011). Other TBI-related studies have doc-
umented declarative memory correlates with fractional anisotropy
(FA), a DTI-derived metric, at the splenium, while working mem-
ory correlates with FA at the genu (Schulte et al., 2005; Treble
et al., 2013). Although FA has been reported to predict outcome
of memory rehabilitation interventions (Strangman et al., 2012),
inconsistent findings have been reported as to whether corpus cal-
losal FA declines at the chronic phase of moderate to severe TBI
(Voelbel et al., 2012). Thus, CC qualifies as a structure of particu-
lar interest in the study of traumatic changes and in the attempt to
unravel structural predictors of memory performance after TBI.

This study aims to characterize and assess brain WM integrity
loss as a chronic consequence of moderate to severe TBI. There-
fore, DTI metrics were assessed in the whole brain and at the CC
for participants with TBI and healthy controls. The relationship of
these metrics with the neuropsychological response to brain injury
was also investigated. It was hypothesized that loss of CCWM in-
tegrity would be correlated with working and episodic memory
impairment.

2. Materials and Methods
Twenty males, native speakers of the Greek language, with a

primary diagnosis of significant moderate to severe (moderate-

Table 1. Demographic data of participants with TBI, includes
Galveston Outcome Scale Extended (GOSE) score at the time of

study admission.

TBI subject Age (Years) Education (Years) TSI (Months) GOSE

1 41 8 36 4

2 23 13 63 6

3 24 15 60 4

4 24 13 24 6

5 29 12 166 8

6 29 14 76 5

7 60 11 156 5

8 24 14 84 3

9 47 12 274 6

10 30 18 179 -
11 35 17 27 7

12 29 16 24 8

13 37 16 139 6

M = 33.2;

SD = 10.8

M = 13.8;

SD = 2.71

M = 101;

SD = 76.5

M = 5.7;

SD = 1.6

TBI: traumatic brain injury, TSI: time since injury, M: mean, SD: stan-

dard deviation

severe) closed head injury at least 12 months prior to study re-
cruitment were initially included as TBI subjects and underwent a
magnetic resonance imaging (MRI) exam. All subjects with TBI
had sustained diffuse axonal injury with contusions as evidenced
by their initial MRI scans performed soon after injury. Detailed
inclusion and exclusion criteria are provided by Konstantinou et al.
(2016). Thirteen subjects with TBI remained in the study after ex-
cluding MRI scans that presented difficulties in non-linear align-
ment with the tools described in the following image processing
and statistical analysis section. The age of the remaining subjects
(TBI group) ranged from 23 to 60 years at the time of testing and
their education ranged from 8 to 18 years. Subjects with TBI were
recruited on average 8.4 years post-injury. Table 1 provides de-
mographic information as well as information from the Galveston
Outcome Scale Expanded (GOSE), a functional outcome scale ob-
tained at the time of the study. GOSE scores indicate the presence
of moderate-severe disability several years post-injury for the ma-
jority of the subjects with the following distribution of recovery:
three subjects had achieved good recovery (scores 7 or 8), six sub-
jects demonstrated moderate upper or lower disability, required
some assistance with daily activities, and were unable to return to
work (scores 5 or 6), and three subjects exhibited severe upper or
lower disability and could not live independently or perform daily
activities without considerable assistance (scores 3 or 4). All sub-
jects demonstrated focal neurological signs at the time of injury
and were hospitalized for several days during the acute phase of in-
jury management. Glasgow Coma Score (GCS) information was
not consistently available and therefore is not included.

Seventeen non-injured, Greek speaking males were carefully
recruited to the group of healthy controls (HC). One participant
was unable to complete the MRI examination due to claustro-
phobia and was excluded from subsequent analysis. Two partic-
ipants were also excluded due to image artefacts identified at the
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Figure 1. Areas of observed statistically significant difference (FWE-corrected p < 0.05) between control and TBI groups, super-imposed
on FMRIB-58 template. Within these areas TBI group presented (A) lower FA, (B) higher Mean Diffusivity and (C) higher Radial Diffusivity,
compared to the control group.

stage of image pre-processing. The two groups (TBI and HC)
were closely matched on age, education, and socioeconomic sta-
tus (with the exception of two participants, all subjects with TBI
were pair matched with controls). While the sample sizes are mod-
est, this study was unique as none of the TBI group had received
any post-acute neurocognitive and/or neuropsychological rehabil-
itation and data analysis used extensive neuropsychological mea-
sures alongwith imaging indices. Approval was granted by theNa-
tional Bioethics Committee for all procedures followed andwritten
consent was obtained from each participant.

A spin-echo, echo-planar-imaging, parallel imaging enhanced
(SENSE factor 2) three dimensional acquisition scheme (TE = 43
msec, TR = 18477msec, EPI factor = 61, acquisition voxel size 2×
2× 2 mm3) was employed on a three Tesla MRI system (Achieva,
Philips Medical Systems, the Netherlands), to acquire reference (b
= 0 sec/mm2) and diffusion-weighted (b = 1000 sec/mm2) volumes
for all participants. Thirty-two gradient directions were used for
diffusion sensitization. Following each acquisition, 68 axial slices
of the brain were reconstructed with a voxel size of 1.8× 1.8× 2.0
mm3. The scanning session also included other pulse sequences
to exclude significant brain pathology of different etiology (e.g.,
T1-weighted rapid acquisition gradient-echo, T2-weighted turbo
spin echo, fluid-attenuated inversion recovery). Average scanning
time per participant was 29.5 minutes.

Reconstructed diffusion-weighted images were corrected for
patient motion (between the two acquisitions with different b val-
ues) and for eddy current distortions. Voxel wise statistical anal-
ysis for the calculation of FA, mean diffusivity (MD), radial dif-

fusivity (RD) and longitudinal or axial diffusivity (AD) maps was 
carried out using Tract Based Spatial Statistics (TBSS) (Smith et 
al., 2006). TBSS is part of the FMRIB software library, abbre-
viated as FSL. Multiple comparisons correction was applied by 
controlling Family-Wise Error (FWE) rate at the level of 0.05.

Four working and two episodic memory tasks were employed 
to assess visual memory performance, while verbal memory ca-
pacity was evaluated by means of five working and three episodic 
memory tests. Individual visual and verbal memory test scores 
were combined to give two composite scores corresponding to vi-
sual and verbal memory constructs, respectively, using a method 
advocated by Cahn et al. (1998), and previously used in TBI re-
search (Cojen et al., 2003; Constantinidou et al., 2008; Konstanti-
nou et al., 2016). Tests employed are shown in Table 2.

The Visual Memory tests included the Rey Complex Figure 
Test (immediate, delayed recall and recognition total score, Mey-
ers and Meyers (1995)), the Visual Span Forward and 
Backwards (adapted from WMS-R, Wechsler (1997)), and 
two experimen-tal memory tasks enabling the separate 
assessment of two dis-tinct mechanisms of spatial and object 
VSTM: 1. the spatial vi-sual short-term memory (VSTM) 
experimental task threshold, and 2. the object VSTM 
experimental task threshold (described in Konstantinou et al. 
(2016)). The Verbal Memory test battery in-cluded the Greek 
adaptation of the Auditory Verbal Learning Test (AVLT), total 
score of trials 1–5, difference score between trial 5 and trial 1, 
short delay free recall (Trial 6), long delay free re-call (Trial 7), 
and the list A true positive recognition score (Con-stantinidou 
and Evripidou, 2012), the Digit Span Forward and
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Figure 2. (A) Object VSTM Threshold Score vs. Axial Diffusivity. Statistically significant slope difference between control and TBI groups on 
the left side of the body of Corpus Callosum (FWE Corrected p ≤ 0.05), and (B) positive linear correlation (FWE Corrected p ≤ 0.05) between 

Object VSTM Threshold Score and Fractional Anisotropy within TBI group on the left side of the body of Corpus Callosum.

Backwards total score (Greek adaptation of the Wechsler Mem-
ory Scale-Revised, WMS-R), and the adapted paragraphs from the
WMS-R Story Recall subtests (sum of the immediate recall and the
sum of the delayed recall scores). The combined scores (compos-
ites) of these tasks were also evaluated to perform a comprehensive
assessment of visual and verbal memory.

Participants performed a delayed match-to-sample VSTM task
maintaining a set of shapes in VSTM throughout a one second re-
tention interval by visually projecting them onto a screen while
not verbalizing them. During the response period of the task, par-
ticipants pressed a button to respond whether the memory probe
item appeared at the same location as any of the memory-set items
for the spatial VSTM task or whether the memory probe item ap-
pearing at fixation was identical to any of the previously viewed
memory set items. This design enabled separate assessment of two
distinct mechanisms of spatial and object VSTM. Further details
concerning the following VSTM task procedures can be found in
Konstantinou et al. (2016).

A one-way ANCOVA (26 degrees of freedom) was conducted
to determine whether a statistically significant difference in cog-
nitive performance existed between the participants with TBI and
the matched HC group, when controlled for age and education.
The Levene's test was utilized to check equality of variances (ho-
mogeneity of groups) prior to the ANCOVA test, and homogeneity
of regression slopes was assessed to verify the reliability of AN-
COVA results. Differences between groups are quoted with Bon-
ferroni corrected p-values (Table 1).

Between-group comparison of whole brain WM diffusion
properties was conducted by TBSS implementation. The four ex-
planatory variables (FA, MD, AD, and RD) were fitted to a Gen-
eral Linear Model, whilst age and education of the participants
were included as confounding parameters. Two contrasts were
used for statistical testing. One to designate controls higher than

participants with TBI and one for the opposite relation.

Between-group comparisons using ROI-based TBSS analyses
were conducted to determine areas of CC with statistically signif-
icant slope differences regarding correlations between individual
cognitive performance scores and diffusion tensor metrics (FWE
corrected p≤ 0.05). To this end, a CC structure extracted from the
MNI structural atlas was used. Following thresholding at 10%, the
CC structure was binarized and used to mask the skeletonized data
employed for the subsequent process of permutation testing.

Within-group ROI-based TBSS analyses were also conducted
separately for each group to determine CC areas with statistically
significant correlations between cognitive performance and diffu-
sion metrics. The aim was to identify diffusion tensor metrics that
could potentially function as within-group predictors of cognitive
performance.

To determine the direction (positive or negative) of the cor-
relations mentioned above, multiple regression models were em-
ployed. The input parameters included the cognitive performance
score as the dependent variable, and the diffusion metric of inter-
est (mean value within the area delineated via TBSS), age, and
education level as the independent variables. Before running the
multiple regression models, a Grubb’s outlier test (α = 0.01) was
used to identify possible outliers of DTI metrics.

3. Results
Controls outperformed TBI subjects in several visual and ver-

bal working memory tasks (“immediate recall of Rey complex fig-
ure”, “Object VSTM threshold”, “AVLT total score in trials 1–5”,
“digit span sum”, and “immediate story recall”) and some of the
episodic memory tasks (“delayed recall of Rey complex figure”,
“long delay free recall”, and “story delayed recall”). Additionally,
there was a statistically significant group difference in visual and
verbal composites, demonstrating the adverse long-term effects of
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Table 2. Visual and verbal memory performance comparison between control and TBI groups.

Neuropsychological Assessment Group Difference (significant at α = 0.05)

V
is
ua
lM

em
or
y
Ta
sk
s

Working Memory Tasks

Rey Figure Immediate Recall Yes, (F(1, 25) = 12.45, p = 0.002)
Visual Span Total No, (F(1, 25) = 1.30, p = 0.27)
Spatial VSTM Threshold No, (F(1, 25) = 2.09, p = 0.16)
Object VSTM Threshold Yes, (F(1, 25) = 8.72, p = 0.007)
Episodic Memory Tasks

Rey Figure Delayed Recall Yes, (F(1, 25) = 7.50, p = 0.011)
Rey Figure Recognition No, (F(1, 25) = 1.38, p = 0.25)
Visual memory Composite∗ Yes, (F(1, 25) = 7.14, p = 0.014)

V
er
ba
lM

em
or
y
Ta
sk
s

Working Memory Tasks

AVLT∗∗ Total Score in trials 1-5 Yes, (F(1, 25) = 5.02, p = 0.035)
Learning Curve (AVLT 5-1) No, (F(1, 25) = 0.004, p = 0.95)
Short Delay Free Recall No, (F(1, 25) = 2.18, p = 0.15)
Digit Span Total Yes, (F(1, 25) = 4.5, p = 0.044)
Story Immediate Recall Yes, (F(1, 25 = 7.6, p = 0.011)
Episodic Memory Tasks

Long Delay Free Recall Yes, (F(1, 25) = 4.2, p = 0.052)
AVLT Recognition List A No, (F(1, 25) = 2.1, p = 0.16)
Story Delayed Recall Yes, (F(1, 25 = 14.87, p = 0.001)
Verbal memory composite Yes, (F(1, 25 = 7.92, p = 0.01)

∗ Visual and verbal memory composites are the combined scores from all relevant cognitive tasks administered.

∗∗ Auditory verbal learning test.

TBI in memory capacity. Table 2 gives group comparison results
for each test.

Whole brain TBSS analysis helped unravel the chronic effect
of TBI on WM integrity by detecting statistically significant dif-
ferences in DTI properties between HC and TBI groups. The latter
exhibited global reduction in FA and increase in MD and RD com-
pared to HC (FWE-corrected p < 0.05, Fig. 1). The two groups
did not present statistically significant differences in AD. How-
ever, such difference was found at a lower threshold (CL 90%) in
a large part of the WM network.

Table 3 presents FA, MD, and RD numerical data from the
TBSS-detected areas (Fig. 1) along with statistically significant
differences between the HC and TBI groups. The AD values cor-
respond to the whole brain as no areas with statistically significant
intergroup differences were identified by TBSS.

The measured neuropsychological group differences in visual
memory performance were correlated with CC diffusion metrics
in one working (Object VSTM Threshold) and one episodic (de-
layed recall of Rey complex figure) memory related task. For the
“Object VSTM Threshold” task, between-group cognitive perfor-
mance difference was found to correlate with AD on the left side of
the CC body (Fig. 2A). In the same region, AD was found to cor-
relate negatively (p = 0.007) with the “Object VSTM Threshold”
score among participants with TBI. No relevant correlationwas es-
tablished for the HC group. Within-group analysis also yielded a
positive (p= 0.002) linear correlation between the “Object VSTM
Threshold” score and FA on the left side of the body of CC for the
participants with TBI (Fig. 2B), similarly with no corresponding
correations for the HC group.

For the delayed recall of the Rey complex figure, TBSS analy-

sis showed a group difference for the correlation slope between
the cognitive score and FA in part of the CC body (Fig. 3A).
Between-group slope difference was also found for the correla-
tion between the score for the delayed recall of the Rey complex
figure and MD on the left side of the body and the anterior CC
(Fig. 3B). Further regression analysis showed a positive linear re-
lationship of the Rey complex figure delayed recall performance
score with FA (p = 0.002) and a negative linear relationship with
MD (p= 0.007) for TBI subjects, in the corresponding anatomical
areas just mentioned.

In both the cases just quoted, it is assumed that the observed
within-group correlations could account for the observed group
differences. In the case of immediate recall of the Rey complex
figure, the detected group difference in neuropsychological per-
formance was not accompanied by any observations from com-
parative TBSS analysis at the CC.

Statistically significant group differences in correlations be-
tween “Object VSTM Threshold” score and axial, mean, and ra-
dial diffusivity were also found by TBSS group comparison at the
splenium of CC. However, they were rejected by the Grubb’s test
(α = 0.01) as outlier-driven correlations.

Within-group TBSS and regression analysis for the subjects
with TBI presented a statistically significant positive linear corre-
lation (p = 0.0002) between the combined cognitive performance
score of all visual memory tasks and FA at the body of CC, extend-
ing from the isthmus anteriorly to the limits of the genu (Fig. 4).
The same regression model for the HC group indicated a statisti-
cally significant positive correlation of the composite score with
education level (p = 0.045) and a marginally statistically signifi-
cant negative correlation with age (p = 0.057), but no significant
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Figure 3. (A) Statistically significant slope difference between control and TBI groups for the correlation of Rey Delayed Recall Score and
Fractional Anisotropy at the body of Corpus Callosum (FWE-corrected p ≤ 0.05), and (B) Statistically significant slope difference between
control and TBI groups for the correlation of Rey Delayed Recall Score and Mean Diffusivity on the left side of the body and anterior Corpus
Callosum (FWE-corrected p ≤ 0.05).

Figure 4. Positive linear correlation (FWE Corrected p ≤ 0.05) between Visual Memory Composite and Fractional Anisotropy within the TBI
group at the body and anterior Corpus Callosum.

correlation with FA.
The measured neuropsychological group differences in verbal

working and episodic memory performance (i.e. AVLT total score
in trials 1–5, digit span sum, story immediate recall, long delay
free recall, and story delayed recall) were not found by statistical
testing to be correlated with CC diffusion metrics.

For the delayed free recall task, however, an area extending
through the whole length of CC was found to exhibit statistically
significant negative linear correlation (p = 0.007) between perfor-
mance score and MD (Fig. 5A) within the TBI group. A smaller
CC area of negative correlation (p = 0.005) was also revealed for
RD (Fig. 5B).

Although no significant group difference was found in neu-
ropsychological performance for the List A true positive recog-
nition task, TBSS analysis indicated a statistically significant
between-group difference in the correlation slope between perfor-
mance score andMD through the whole CC length (Fig. 6A). Such

differencewas also shown for the correlation between performance
score and RD, extending from the CC body to the posterior left
part through the junction with the splenium (Fig. 6B). Subsequent
multiple regression analysis among TBI subjects yielded a statisti-
cally significant negative linear correlation of List A true positive
recognition score with MD (p = 0.00005) and age (p = 0.0005).
A similar correlation was found between performance score and
RD (p = 0.00008) and age (p = 0.0008). It is assumed that the
observed correlations within the TBI group account for the corre-
sponding group differences, since no such correlations were found
within the HC group.

The subjects with TBI also presented a statistically significant
negative linear correlation (p = 0.0001) between List A true pos-
itive recognition performance score and AD at the anterior left
part of the CC body (Fig. 7). Regression analysis in this area
also yielded a statistically significant negative correlation of per-
formance score with age (p = 0.001).
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Figure 5. (A) Statistically significant negative linear correlation (FWE-corrected p ≤ 0.05) between the delayed free recall performance score
and Mean Diffusivity at the Corpus Callosum determined by TBSS for the TBI group, and (B) Statistically significant negative linear correlation
(FWE-corrected p ≤ 0.05) between the delayed free recall performance score and Radial Diffusivity at the anterior and posterior part of corpus
callosum determined by TBSS for the TBI group.

Although a statistically significant difference between the two
groups was measured for the composite verbal memory score, no
significant correlations were established with CC diffusion met-
rics.

4. Discussion

tegrity several years post-injury, residual microstructural damage
relating to axonal loss may be also present at the CC, a sugges-
tion that adds to previous reports of apparent irreversible myelin
damage observed in moderate-severe TBI (Kraus et al., 2007).

Current neuropsychological results demonstrated that HC out-
performed TBI subjects in several tasks, as well as in the over-
all assessment of visual and verbal memory. The employment of
composites for the overall memory assessment helped minimize
specificity issues related to individual tasks and multiple statis-
tical comparisons, thus improving reliability. In a recent study,
composite memory scores were found to correlate with FA and
RD in various tracts, including the corpus callosal fiber pathway,
indicating persistent functional loss in chronic TBI (Hashim et al.,
2017).

Using comparative TBSS analysis, an attempt was made to de-
tect CC regions with group differences regarding the correlation
between individual task performance scores and diffusion met-
rics. This scenario was confirmed for two visual memory tasks
(one working and one episodic) in which HC outperformed TBI
subjects, and for one verbal episodic memory task in which the
two groups performed similarly. No statistically significant group
difference was detected for the correlation slope between verbal
working memory performance and CC diffusion metrics. These
findings indicate that the extent of the involved CC area depends
on the selected diffusion metric.

Analysis within the control group of the visual memory com-
posite showed that visual memory performance is driven by a pos-
itive correlation with education level and a negative correlation
with age. Within the group of TBI subjects however, a positive
correlation with FA at the CC body, extending anteriorly from the
isthmus, was revealed (Fig. 4). Despite the observed correlations
between overall visual memory performance and FA within TBI

It has previously been suggested that moderate-severe brain in-
juries inflict both axonal and myelinic damage, as opposed to mild 
injuries in which damage is primarily axonal (Kraus et al., 2007). 
Widespread brain network decrease in FA and increase in MD have 
been reported in both the sub-acute and chronic phases of TBI. 
This probably reflects demyelination and swelling of axons (Ben-
son et al., 2007; Endlow et al., 2016; Hashim et al., 2017; Kennedy 
et al., 2009; Kinnunen et al., 2011; Kraus et al., 2007). Some stud-
ies have also reported increase in AD (Hashim et al., 2017; Kin-
nunen et al., 2011). In this study, four diffusion tensor measures 
were employed to assess the global WM and CC changes present 
in the chronic phase of moderate-severe TBI. Global decrease in 
FA, as well as increase in MD and RD, were evident in these sub-
jects. Nevertheless, no difference was found in global AD between 
HC and TBI subjects at the 95% confidence level. It has been sug-
gested that RD in WM is modulated by myelin, whereas AD pri-
marily relates to axonal integrity (Alexander et al., 2007). Hence, 
demyelination is associated with an increase in RD and may not 
have a significant influence on AD (Harsan et al., 2006; Song et 
al., 2002, 2005; Tyszka et al., 2006). Therefore, current whole-
brain results suggest myelin-related damage, as no group differ-
ence in global AD was noted. Nevertheless, CC results revealed 
that although most of the between-group differences in the correla-
tion slope involved RD, some correlations within the TBI subject 
group, as well as between-group differences, involve AD. This in-
dicates that although myelin-related damage affects global WM in-
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Table 3. Diffusion metric measurements from TBSS-detected areas with statistically significant difference between the HC and TBI
groups (Fig. 1) for each metric (AD values correspond to the whole brain as TBSS analysis indicated no areas with statistically

significant intergroup differences).

Metric Mean SD SEM 95% Confidence Interval for group difference Statistical Significance

FA
HC 0.51 0.03 0.01

(0.0063 , 0.064) t = 2.6, p = 0.0015
TBI 0.47 0.04 0.01

MD(x10−4 mm2/s−1)
HC 6.06 0.21 0.06

(-1.43 , -0.03) t =−2.23, p = 0.034
TBI 6.79 1.26 0.34

RD(x10−4 mm2/s−1)
HC 8.34 0.57 0.15

(-3.42 , -0.18) t =−2.34, p = 0.025
TBI 10.14 2.78 0.77

AD(x10−4 mm2/s−1)
HC 10.15 0.22 0.06

(-0,95 , 0,06) t =−1.98, p = 0.06
TBI 10.60 0.81 0.23

HC: Healthy Control, TBI: Traumatic Brain Injury subjects, TBSS: track-based spatial statistics, FA: fractional anisotropy, MD: mean diffusivity, RD:

radial diffusivity, AD: axial diffusivity, SD: standard deviation, SEM: standard error of the mean.

Figure 6. Statistically significant slope difference between control and TBI groups (FWE-corrected p ≤ 0.05) for the correlation between list A
true positive recognition score and (A) Mean Diffusivity extending over the whole length of Corpus Callosum and being prominent on the left,
and (B) Radial Diffusivity extending posteriorly and leftwards from the body of Corpus Callosum.

subjects, no corresponding between-group differences were ob-
served at the chosen confidence level (95%). Yet, such differences
were evident at a lower threshold (CL 90%). This suggests that
a firm conclusion on the correlation of visual memory loss with
CC diffusion metrics could possibly be documented with a larger
sample size.

Salmond et al. (2006) reported correlation of reduced FA at CC
with learning and memory measures in chronic TBI. In the current
study, within-group CC analysis of learning and memory individ-
ual tasks showed correlation between memory performance and
various diffusion metrics only for the TBI group. FA correlated
positively with performance in one visual working memory task,
whilst AD and MD correlated negatively with performance in two
verbal episodic memory tasks. Arenth et al. (2014) reported that,
in TBI, reduced FA at the splenium relates to declarative memory
and at the genu relates to working memory. Here, CC diffusion
was found to correlate with working and episodic visual memory,

as well as with episodic but not working verbal memory. Consid-
eration of the current and previous findings suggest that inferences
in this type of correlation analysis depend on the DTI metric em-
ployed and the specific anatomical sub-region involved and can
therefore be complicated. Nevertheless, the employed approach
of correlating DTI changes to neuropsychological response seems
to enable insight even when microstructural changes in WM are
not followed by neurological or neuropsychological changes.

Inherent methodological limitations mainly relate to the spa-
tial resolution of MRI, which is of the order of millimetres while
diffusion occurs at a scale of micrometres. Minor quantities of
cerebrospinal fluid that may be measured as water diffusion, im-
age noise, and artefacts, as well as correction, pre-processing and
registration algorithm limitations, add to the overall analytic un-
certainty (Alexander et al., 2007). Apart from the approximations
imposed by partial volume effects, the multi-compartmental na-
ture of water diffusion in nervous tissue is underestimated by the
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Figure 7. Statistically significant negative linear correlation (FWE-corrected p ≤ 0.05) between list A true positive recognition score and axial
diffusivity at the anterior left Corpus Calossum as determined by TBSS for the TBI group.

mono-exponential fitting of a diffusion-weighted signal intensity.
Thus, employment of other models, such as the continuous time
random walk model (Gatto et al., 2019), could be considered in
the future to mitigate shortcomings of the DTI model. Gender dif-
ferences have also been identified as a factor to consider in study of
the corpus callosum (Luders et al., 2010). The pooling of uniquely
male subjects, leaves a question as to whether inferences are valid
for females. On the other hand, findings are not obscured by po-
tential sex differences. The presence or absence of rehabilitation
and training-induced brain plasticity, which has been reported to
continue through chronic phases of TBI is another possible con-
founding factor (Han et al., 2017). A systematic review has in-
dicated that community-based interventions improve the cognitive
outcome of adolescents following TBI (Clasby et al., 2018). In this
study, none of the TBI group had attended any post-acute rehabili-
tation programs, therefore, performance improvement post-injury,
if any, was restricted to the limited capacity of endogenous repair
mechanisms (Guan and Kong, 2015). A considerable number of
exclusion and inclusion criteria were adopted to secure sample uni-
formity and specificity that inevitably restricted subject group size.
The specificity issues of neuropsychological testing also constitute
an additional factor that limits the reliability and accuracy of the
conclusions made here. Nevertheless, this project was enhanced
by the use of extensive neuropsychological measures, imaging in-
dices, and also by between-group CC comparison that was based
on correlation differences, not individual values.

5. Conclusions
Results reported here indicate that changes in whole brainWM

diffusion properties inflicted by moderate-severe TBI are still evi-
dent several years post-injury in a group of survivors who have not
received systematic rehabilitation. Overall visual memory capac-
ity was reduced in the TBI group and this decline was correlated
to WM integrity loss at the CC body, while group performance
differences in visual memory were correlated with DTI metrics
at the body and anterior left part of CC. Overall verbal memory
was also reduced in TBI subjects, but no correlation between this
decline and CC diffusion properties was established. Neverthe-
less, group performance difference in one task relating to verbal
episodic memory was correlated with MD and RD at various CC
locations. Within the TBI group, significant correlations between
neuropsychological performance and CC diffusion metrics were

found for one visual working memory and two verbal episodic
memory tasks, although corresponding group differences were not
found to be significant.

Future work is warranted for similar investigation of the cin-
gulum, fornix, and cerebral cortex. Accounting for the fact that
current results are based on a cross-sectional study and that recent
work has revealed lifelong evolving consequences of TBI-induced
structural lesions and functional outcomes (Wilson et al., 2017), it
is imperative that this investigation is extended into a longitudinal
study.

Authors’ Contributions
NK, FC and IS established the concept of the study. CY, NK,

FC and IS designed the study. CY conducted the literature search.
NK, FC, EP, EE and SP contributed in the clinical studies. NK
conducted the experimental studies. EP and EE contributed to
the data acquisition CY analysed the data, prepared and edited the
manuscript. NK, FC, SP and IS reviewed the manuscript.

Acknowledgment
Funding for this project was received from the Cyprus Promo-

tion Foundation through a grant co-funded by the Cyprus Gov-
ernment and the European Regional Development Fund (FC, PI;
NEW INFRASTUCTURE/STRATEGIC/0309/37). The authors
would like to thank the referral sources and all of our study partic-
ipants and their families for their participation.

Ethics Approval and consent to participate
The National Bioethics Committee of the Republic of Cyprus

approved this project. The approval number is EEBK/EII/2011/10.

Conflict of interest
The authors declare no competing interests.

Submitted: March 25, 2019
Accepted: June 04, 2019
Published: June 30, 2019

References
Alexander, A. L., Lee ,J. E., Lazar, M. and Field, A. S. (2007) Diffu-

sion tensor imaging of the brain. Neurotherapeutics 4, 316-329.
Arenth, P. M., Russell, K. C., Scanlon, J. M., Lauren, J. K. and Ricker,

J. H. (2014) Corpus callosum Integrity and neuropsychological

Volume 18, Number 2, 2019 103



performance after Traumatic Brain Injury: A diffusion tensor imag-
ing study. The Journal of Head Trauma Rehabilation 29, E1-E10.

Asken, B. M., Dekosky, S. T., Clugston, J. R., Jaffee, M. S. and Bauer,
R. M. (2017) Diffusion tensor imaging (DTI) findings in adult civil-
ian, military, and sport-related mild traumatic brain injury (mTBI):
a systematic review. Brain Imaging and Behavior 2, 585-612.

Benson, R. R., Meda, S. A., Vasudevan, S., Kou, Z., Govindarajan,
K.A., Hanks, R. A., Millis, S. R., Makki, M., Latif, Z., Coplin,
W., Meythaler, J. and Haacke, E. M. (2007) Global white matter
analysis of diffusion tensor images is predictive of injury severity
in traumatic brain injury. Journal of Neurotrauma 24, 446-459.

Cahn, D. A., Sullivan, E. V., Shear, P. K., Pfefferbaum, A., Heit, G.
and Silverberg, G. (1998) Differential contributions of cognitive
and motor component processes to physical and instrumental ac-
tivities of daily living in Parkinson's disease. Archives of Clinical
Neuropsychology 13, 575-583.

Clasby, B., Hughes, N., Catroppa, C. and Morrison, E. (2018)
Community-based interventions for adolescents following trau-
matic brain injury: A systematic review. NeuroRehabilitation 42,
345-363.

Cojen, J., Cohen, P., West S. G. and Alken L. S. (2003) Applied Mul-
tiple Regression/Correlation Analysis for the Behavioral Sciences
(3rd ed.). Mahwah, NJ: Lawrence Erlbaum.

Constantinidou, F. and Evripidou, C. (2012) Stimulus modality and
working memory performance in Greek children with reading dis-
abilities: Additional evidence for the pictorial superiority hypoth-
esis. Child Neuropsychology 18, 256-280.

Constantinidou, F., Thomas, R. D. and Robinson, L. (2008) Benefits
of categorization training in patients with TBI during post acute re-
habilitation: Additional evidence from randomized cotrolled trial.
The Journal of Head Trauma Rehabilitation 23, 312-328.

Endlow, B. L., Copen, W. A., Izzy, S., Bakhadirov, K., Van Der
Kouwe, A., Glenn, M. B., Greenburg, S.M., Greer, D. M. and
Wu, O. (2016) Diffusion tensor imaging in acute-to-subacute trau-
matic brain injury: A longitudinal analysis. BMC Neurology 16,
1-11.

Faber, J., Wilde, E. A., Hanten, G., Ewing-Cobbs, L., Aitken, M. E.,
Yallampalli, R., McLeod, M. C., Mullins, S. H., Chu, Z. D., Li,
X., Hunter, J. V., Noble-Haeusslein, L. and Levin, H. S. (2016)
Ten-year outcome of early childhood traumatic brain injury: Diffu-
sion tensor imaging of the ventral striatum in relation to executive
functioning. Brain Injury 30, 1635-1641.

Fortin, J-P., Parker, D., Tunç, B., Watanabe, T., Elliott, M. A., Ruparel,
K., Roalf, D. R., Satterthwaite, T. D., Gur, R. C., Gur, R. E., Schultz,
R. T., Verma, R. and Shinohara, R. T. (2017) Harmonization of
multi-site diffusion tensor imaging data. Neuroimage 161, 149-
170.

Gatto, R. G., Ye, A. Q., Colon-Perez, L., Mareci, T. H., Lysakowski,
A., Price, S. D., Brady, S. T., Karaman, M., Morfini, G. and Ma-
gin, R. L. (2019) Detection of axonal degeneration in a mouse
model of Huntington’s disease: comparison between diffusion
tensor imaging and anomalous diffusion metrics, Magnetic Res-
onance Materials in Physics. Biology and Medicine, (in press).

Guan, T. and Kong, J. (2015) Functional regeneration of the brain:
white matter matters. Neural Regeneration Research 10, 355-
356.

Han, K., Davis, R. A., Chapman, S. B. and Krawczyk, D. C. (2017)
Strategybased reasoning training modulates cortical thickness
and restingstate functional connectivity in adults with chronic trau-
matic brain injury. Brain and Behavior 7, 1-27.

Harsan, L. A., Poulet, P., Guignard, B., Steibel, J., Parizel, N., De
Sousa, P. L., Boehm, N., Grucker, D. and Ghandour, M. S. (2006)
Brain dysmyelination and recovery assessment by noninvasive in
vivo diffusion tensor magnetic resonanance imaging. Journal of
Neuroscience Research 83, 392-402.

Hashim, E., Caverzasi, E., Papinutto, N., Lewis, C. E., Jing, R.,
Charles, O., Zhang, S., Lin, A., Graham, S. J., Schweizer, T.
A., Bharatha, A. and Cusimano, M. D. (2017) Investigating mi-
crostructural abnormalities and neurocognition in Sub-Acute and

Chronic Traumatic Brain Injury patients with normal-appearing
white matter: A peliminary diffusion tensor imaging study. Fron-
tiers in Neurology 8, 1-12.

Hutchison, E. B., Schwerin, C. C., Radomski, K. L., Irfanoglu, M. O.,
Juliano, S. L., Pierpaoli, C. M. (2016) Quantitative MRI and DTI
abnormalities during the acute period following CCI in the Ferret.
Shock 46, 167-176.

Jiang, S., Zhang, P., Han T., Liu, W. and Liu, M. (2013) Tri-linear
interpolation based cerebral white matter fiber imaging. Neural
Regeneration Research 8, 2155-2164.

Kennedy, M. R. T., Wozniak, J. R., Muetzel, R. L., Mueller, B. A.,
Chiou H-H., Pantekoek, K. and Lim, K. O. (2009) White matter
and neurocognitive changes in adults with chronic traumatic brain
injur. Journal of the International Neuropsychological Soiety 15,
130-136.

Kinnunen, K. M., Greenwood, R., Powell, J. H., Leech, R., Hawkins,
P. C., Bonnelle, V., Patel, M. C., Counsell, S. J. and Sharp, D.
J. (2011) White matter damage and cognitive impairement after
traumatic brain injury. Brain 134, 449-463.

Konstantinou, N., Pettemeridou, E., Seimenis, I., Erakleous, E., Papa-
costas, S. S., Papanicolaou, A. C. and Constantinidou, F. (2016)
Assessing the relationship between neurocognitive performance
and brain volume in chronic moderate-severe traumatic brain in-
jury. Frontiers in Neurology 7, 7-29.

Kraus, F. M., Susmaras, T., Cauphlin, B. P., Walker, C. J., Sweeney,
A. J. and Little, D. M. (2007) White matter integrity and cognition
in chronic trumatic brain injury: a diffusion tensor imaging study.
Brain 130, 2508-2519.

Kwon, H. G. and Jang, S. H. (2012) The usefulness of diffusion tensor
imaging in detection of diffuse axonal injury in a patient with head
trauma. Neural Regeneration Research 7, 475-478.

Laglois, J. A., Rutland-Brown W. and Wald, M. M. (2006) The epi-
demiology and impact of traumatic brain injury: A brief overview.
The Journal of Head Trauma Rehabilitation 21, 375-378.

Levin, H. S., Wilde, E. A., Chu, Z., Yallampali, R., Hanten, G. R.,
Li, X., Chia, J., Vasquez, C. and Hunter, J. V. (2008) Diffusion
tensor imaging in relation to cognitive and functional outcome of
traumatic brain in injury in children. The Journal of Head Trauma
Rehabilitation 23, 197-208.

Lorenz, L. and Katz, G. (2015) Severe brain injury in Massachusets:
Assessing the Continuum Care. Issue Brief (Mass Health Policy
Forum) 10, 1-62.

Luders, E., Thompson, P. M. and Toga, A. W. (2010) The develop-
ment of the Corpus Calossum in the healthy human brain. The
Journal of Neuroscience 30, 10985-10990.

Maas, R. and Menon, D. K. (2017) Traumatic brain injury: inte-
grated approaches to improve prevention, clinical care, and re-
search. The Lancet Neurology 16, 987-1048.

Mathias, J. L., Beall, J. A. and Bigler, E. D. (2004) Neuropsycholog-
ical and information processing deficits following mild traumatic
brain injury. Journal of the International Neuropsychological Soi-
ety 10, 286-297.

Messè, A., Caplain, S., Paradot, G., Gqrrigue, D., Mineo, J-F., Ares,
G, S., Ducreaux, D., Vignaud, F., Rozec, G., Desal, H., Pèlègrini-
Issac, M., Montreuil, M., Benali, H. and Lehèricy, S. (2011) Diffu-
sion tensor imaging and white matter lesions at the subacute stage
in mild traumatic brain injury with persistent neurobehavioural im-
pairment. Human Brain Mapping 32, 999-1011.

Meyers, J. E. and Meyers, K. R. (1995) Rey Complex Figure Test and
Recognition Trial: Professional Manual. Psychological Assessment
Resources, Odessa.

Moen, K. G., Vik, A., Olsen, A., Skandsen, T., Haberg, A. K.,
Evensen K. A. I. and Eikenes, L. (2016) Traumatic axonal injury:
Relationships between lesions in the early phase and diffusion ten-
sor imaging parameters in the chronic phase of traumatic brain
injury. Journal of Neuroscience Research 94, 623-635.

Moseley, M., Bammer R. and Illes J. (2008) Diffusion-tensor imaging
of cognitive performance. Brain and Cognition 50, 396-413.

104 Yiannakkaras et al.



Pollmann, S., Maertens M. and von Cramon D. Y. (2004) Splenial
lesions lead to supramodal target detection deficits. Neuropsy-
chology 18, 710-718.

Salmond, C. H., Menon, D. K., Chatfield, D. A., Williams, G. B.,
Pena, A., Sahakian, B. J. and Pickard, J. D. (2006) Diffusion ten-
sor imaging in chronic head injury survivors: correlations with
learning and memory indices. Neuroimage 29, 117-124.

Schulte, T., Sullivan, E. V., Müller-Oehring E. M., Adalsteinsson, E.
and Pfefferbaum, A. (2005) Corpus calossal microstructural in-
tegrity influences interhemispheric processing: a diffusion tensor
imaging study. Cerebral Cortex 15, 1384-1392.

Smith, S. M., Jenkinson, M., Johansen-Berg, H., Rueckert, D.,
Nichols, T. E., Mackay, C. E., Watkins, K. E., Ciccarelli, O.,
Cader M. Z., Matthews, P. M. and Behrens, T. E. (2006) Track-
based spatial statitics: voxelwise analysis of multi-subject diffusion
data. Neuroimage 31, 1487-505.

Song, S. K., Sun, S. W., Ramsbottom, M. J., Chang, C., Russell, J.
and Cross, A. H. (2002) Dysmyelination revealed through MRI as
increased radial (but unchanged axial) diffusion of water. Neu-
roimage 17, 1429-1436.

Song, S. K., Yoshino, J., Le, T. Q., Lin, S. J., Sun, S. W., Cross, A.
H. and Armstrong, R. C. (2005) Dysmyelination increases radial
dffusivity in corpus callosum of mouse brain. Neuroimage 26,
132-140.

Strangman, G. E., O'Neil-Pirozzi, T. M., Therese, M., Supelana,
C., Goldstein, R., Katz, D. I. and Glenn, M. B. (2012) Fractional
anisotropy helps predict memory rehabilitation outcome after trau-
matic brain injury. NeuroRehabilitation 31, 295-310.

Treble, A., Hasan, K. M., Iftikhar, A., Stuebing, K. K., Kramer, L.
A., CoxJr, C. S., Swank, P. R. and Ewing-Cobbs, L. (2013) Work-
ing Memory and Corpus Callosum Microstructural Integrity after
Pediatric Traumatic Brain Injury: A Diffusion Tensor Tractography
Study. Journal of Neurotrauma 30, 1609-1619.

Tyszka, J. M., Readhead, C., Bearer, E. L., Pautler, R. G. and Jacobs,
R. E. (2006) Statistical diffusion tensor histology reveals regional
dysmyelination effects in the shiverer mouse mutant. Neuroimage
29, 1058-1065.

Voelbel, G. T., Genova, H. M., Chiaravalotti, N. D. and Hoptman,
M. J. (2012) Diffusion tensor imaging of traumatic brain injury
review: Implications for neurorehabilitation. NeuroRehabilitation
31, 281-293.

Wang, J. Y., Bakhadirov, K., Abdi, H., Devous, Sr. M. D., Marquez
De La Plata, C. D., Moore, C., Madden, C. J. and Diaz-Arrastia,
R. (2011) Longitudinal changes of structural connectivity in trau-
matic axonal injury. Neurology 77, 818-826.

Wechsler, D. (1997)Wechsler Memory Scale (3rd ed.). San Antonio,
TX: The Psychological Corporation.

Wilde, E. A., McCauley, S. R., Hunter, J. V., Bigler, E. D., Chu, Z.,
Wang, Z. J., Harten, G. R., Troyanskaya, M., Yallampalli, R., Li,
X., Chia, J. and Levin, H. S. (2008) Diffusion tensor imaging of
acute mild traumatic brain injury in adolescence. Neurology 70,
948-955.

Wilson, L., Stewart, W., Dams-O'Connor, K., Diaz-Arrastia, R.,
Horton, L., Menon, D. K., Polinder, S. (2017) The chronic and
evolving neurological consequences of traumatic brain injury. The
Lancet Neurology 16, 813-825.

Volume 18, Number 2, 2019 105


	Introduction
	Materials and Methods
	Results
	Discussion
	Conclusions

