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Aim: A small but notable number of individuals who suffer a concussion report ongoing cognitive diffi-
culties. This preliminary study investigated the efficacy of repetitive test application to discern cognitive
impairment in those with ongoing symptoms. Methods: Participants (n = 17) with continuing self-reported
symptoms following a concussion (~9 months postinjury) were compared with 17 age group matched con-
trols for working memory and word-list learning. Results: Both groups performed similarly after the first
trial for both assessments. However, in subsequent trials, the postconcussion group performed significantly
worse than controls. Discussion: While further studies to understand the mechanisms are warranted, data
from this preliminary study suggest that a repetitive test application may be useful to discern cognitive
fatigue in individuals who report ongoing concerns following a concussion.
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Mild traumatic brain injury (mTBI) is the most common form of brain injury in the USA [1]. Concussion has been
described as a subset of mTBI 2] and is characterized, in the absence of pathological injury, by a rapid onset of
nonspecific symptoms and impairment of neurological functions that usually resolve, in the majority of individuals,
within 7-10 days [2]. However, there appears to be a small but notable population (~10%) of concussed individuals
that suffer from persistent lingering effects that may last from weeks to many months, which has been recognized
as postconcussive syndrome (PCS) [3,4].

PCS generally refers to persistent symptoms beyond the expected recovery period following the injury of 7—
10 days. Similar to concussion, there is a constellation of symptoms that have been ascribed to this condition. These
include: headaches, vertigo/dizziness, irritability, emotional labiality or irritability, cognitive difficulty (e.g., con-
centration), sleep disturbance and/or depression and anxiety 5].

Fatigue is also a common symptom, which may be less recognized by clinicians (6]. While fatigue can be discussed
in terms of a single construct, in other words, fatigue being either physical or mental; cognitive fatigue, or the
inability to perform cognitive tasks for extended periods without a break, has significant impact on the individual
with PCS. Activities such as reading a book or communicating with colleagues that may be considered as requiring
little demand for healthy people (but actually involves an array of tasks to be performed simultaneously) can be
quite difficult for people with PCS. In longitudinal studies, the frequency of prolonged fatigue, usually self-reported
complaints of being continually feeling tired (7], in postconcussed individuals varies from 16 to 73% [7-10] of the
sample studied. Moreover, there is no correlation between PCS fatigue and severity of the initial injury, age of the
person at the time of the injury or time since the injury [6,11].
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For the general physician, who may be the first point of contact for people with ongoing symptoms, the issue of
prolonged PCS can be difficult to assess as generally the severity of most symptoms declines to pretrauma levels, along
with normal neurocognitive testing scores [12,13]. Therefore, the patient may appear ‘normal’. Similarly, patients’
responses to self-reporting scales are open to subjective interpretation. While studies have shown that individuals
with severe PCS may perform worse in cognitive tests [6,14,15], those with cognitive fatigue complaints have shown
decreased processing and impaired ability to maintain attention during testing [14], leading to frustration by the
patient and potentially being misrepresented as the individual having a low tolerance completing such task [16]. No
study to date has investigated PCS from a repetitive task performance perspective to elicit the effect of cognitive
fatigue, particularly in those who do not present with overt signs of cognitive impairment.

To investigate the efficacy of repetitive application of established tests on cognitive performance, in this prelim-
inary study, we chose two well-known tasks, word-list learning test and working memory span [17], in a group of
individuals who had previously suffered a concussion (>6 months) and reported to have continuing symptoms of
PCS. We hypothesized that postconcussed individuals would perform worse in subsequent trials compared with
healthy, age-matched controls.

Methods
Using a between groups repeated measures design, a convenience sample of 34 participants (29.9 + 4.8 years)
was recruited for the study from the university population. Recruitment of participants was undertaken after local
public announcements, via the print and local television media, highlighting the study and calling for volunteers,
follow-up public presentations at the university where there is a large sporting and military population attending
classes and local distribution of study flyers across the university and local metropolitan area to sporting clubs and
veteran associations. General inclusion criteria for all participants were to be over the age of 18 years, and at least
1 year of postsecondary education (i.e., second year university undergraduate studies). Specific inclusion for PCS
required participants to be a minimum of 6 months [18] (mean of 9.3 £ 3.3 months) post ‘impact’ concussion
injury (no skull fracture, blast or overpressure brain injury) that was diagnosed by a medical professional. While
the International Statistical Classification of Diseases and Related Health Problems and Diagnostic and Statistical
Manual of Mental Disorders define PCS at 3 months, we chose 6 months in an attempt to select a concussion
group that experienced chronic persistent symptoms. Further, as part of the inclusion criteria, all recruited PCS
individuals were required to have no clear diagnosis of impairment related to their concussion following clinical
and neuropsychological assessment and had medical clearance to undertake all daily activities. Inclusion criteria for
control participants were to report no history of concussion injury. Specific inclusion criteria for control participants
required no history of a head injury. Eight PCS participants were excluded, as they did not meet the inclusion
criteria (see below). One participant had a congenital neurological condition, two had reported skull fractures and
five had experienced a moderate-to-severe traumatic brain injury. Testing was conducted with the understanding
and prior written consent of all participants. All recruitment and testing protocols were approved by the University
Institutional Review Board and completed according to the principles outlined by the Declaration of Helsinki.
Included participants (PCS: n = 17; 7 female; 28.9 4 4.5 years and control participants: n = 17; 9 female;
30.9 % 5.1) were instructed to abstain from drug and/or alcohol use for a minimum of 24 h prior to testing.
Participants completed a basic questionnaire regarding their concussion history, which included time since last
concussion, etiology of their concussion (falls: n = 6; motor vehicle/bicycle/skateboard impact: n = 8; violence:
n = 3) and if they had more than one concussion (80% of the participants reported more than one event). When
reporting concussion history, PCS participants recalled a loss of consciousness <30 min, <24 h of post-traumatic
amnesia and a Glasgow Coma Scale of 13-15. Participants also listed self-reported ongoing concerns (Figure 1).

Working memory

Working memory is an essential component of executive function that encompasses three basic processes [19]: first,
the access of stored information; second, ‘online’ operations on this information; and third, a motor output response
based upon the first and second processes. The working memory span task in this study utilized the commercially
available Simon® game (Hasbro, RI, USA), which has been used previously by Gendle and Ransom [20] to quickly
and efficiently assess working memory span in adults. The game itself is a 12.5 cm x 9.5 cm oval with green, red,
blue and yellow plastic buttons paired with distinct tones. For each random sequence presented, the buttons in
the sequence illuminate in turn paired with a specific tone to match the color. Sequences start at one and end at
a possible maximum sequence of 50, with successfully recalled sequence increased by one until an error is made,
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Figure 1. Self-reported symptoms from the mild
traumatic brain injury group.

terminating the test. Gendle and Ransom have demonstrated that the game is resistant to habituation, practice
effects and/or proactive interference [20].

Following previously described protocols demonstrating reliability and validity in working memory span using
the Simon game as a proxy working memory assessment [20], all participants completed three trials with 60 s
rest between trials. To ensure thorough understanding of the testing, participants were read a standardized script
(Supplementary File 1) [20]. To further ensure comprehension of the assessment, the test administrator demonstrated
the procedure for the participant, performing a five-sequence span as a demonstration prior to participant testing.
The last span achieved (out of maximum of 50) was recorded by the test administrator.

Word-list learning test

The word-list test provides an assessment of cognitive strategies and processes involved in both learning and
remembering verbal information [21]. While there are multiple variations of word-list learning tests, generally the
test can assess multiple aspects of verbal memory including the amount of material learned [22]. Previous studies
have shown that word-list learning tests were sensitive to the effects of mild cognitive impairment [23-25).

The word-list learning test was a modification of the traditional testing protocol [21], that included the immediate
recall, but without the 20 min delayed recall or recognition components [21]. Specifically, this protocol involved
participants reading out aloud and memorizing the list of words (Supplementary File 2) with a time limit of 15 s
before handing the list back to the test administrator. Participants then began recalling as many words as possible.
Once the individual recalled as many words as they remembered (out of a maximum of 17), they verbally confirmed
by saying ‘done’. Three trials were completed (with the participant allowed to read the words for 15 s at the start
of each trial) with a 60 s rest between each trial. For all of the words, singular and plural tenses were required to be
recalled correctly. For example, recalling ‘car’ when the word was ‘cars” did not count as a correct recall.

Statistical analysis

All data were prescreened using Shapiro—Wilk (SW) tests and found to be normally distributed (SW: 0.88-0.94;
p > 0.05). Statistical analyses were performed using SPSS V24 (SPSS, Inc., USA). Data were analyzed using
repeated measures ANOVA followed by post hoc comparisons with Bonferonni adjustment. Pearson correlation
co-efficient was employed to explore a relation between performance and the number and time since concussion
in the PCS group. Descriptive data are presented as group means (+ standard deviation). Cohen’s 4 effect size was
calculated by the difference between two means divided by the mean of the standard deviation [26]. Alpha was set
atp < 0.05.
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Working memory
Figure 2 illustrates the working memory performance. ANOVA revealed no interaction for group by time
(Fy31 = 2.02; p = 0.14), but significant main effects for time (F,3; = 3.63; p = 0.04) and group (£ 3, = 16.08;
p < 0.001). Post hoc analyses showed the concussion group performed worse from time points 1 to 3 (F 7 = 4.46;
p = 0.02). No significant differences were observed between groups in time 1 (Fy 3, = 2.97; p = 0.09; 4 = 0.59)
and time 2 (£ 3 = 1.94; p = 0.17; 4 = 0.48). However, time 3 showed significant difference between the groups
(Fi32 = 15.35; p < 0.001; d = 1.34).

No interaction (F 39 = 1.42; p = 0.26) or main effects (time: F 30 = 1.49; p = 0.24 and group: F ;5 = 0.05;
p = 0.82) were observed in performance between participants with single and multiple concussions. No significant
correlations were found in the PCS group between working memory performance decrements and the number of
concussions reported (r = -0.06; p = 0.83), or the time since last concussion (» = -0.19; p = 0.45).

Word-list learning

Word-list learning test performance is shown in Figure 3. A significant interaction effect for recall was found for
group by time (F 4 = 27.21; p < 0.001). Both groups improved significantly over each time point (control:
Fyp6 = 137.71; p < 0.001 and concussion: /30 = 18.28; p < 0.001). Post hoc comparisons between groups
at each time point showed no differences after time 1 (Fy 3, = 2.47; p = 0.13; 4 = 0.53); however, significant
differences were found between groups after time 2 (£ 3, = 50.85; p < 0.001; 4= 1.88) and time 3 (F 3, = 30.56;
p < 0.001;d=1.91).

No interaction (F39 = 0.91; p = 0.88) or main effect for group (1,15 = 0.06; p = 0.81) was observed in
performance between participants with single and multiple concussions. There was a significant effect for time
(Fi726 = 13.49; p < 0.001). Post hoc analyses with Bonferroni adjustment showed significant improvements
observed in the third time point compared with the time 1 (p = 0.002) and time 2 (p = 0.003), for both the single
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and multiple concussed participants. However, no significant correlations were found in the PCS group between
word-list learning performance decrements and the number of concussions reported (» = 0.23; p = 0.306), or the
time since last concussion (» = -0.06; p = 0.81).

Discussion

To the best of our knowledge, this preliminary study is the first report that using established tests for working
memory span and word-list learning, in a repetitive fashion, could discern cognitive performance in our group
of individuals reporting with PCS following a concussion >6 months [18]. Compared with healthy controls that
maintained consistent results in working memory, the PCS group showed no differences after the first trial, but
significant decrements with repeated performance. Similarly, no differences were found between groups after the
first trial of the word-list learning. Subsequent trials found improvement in both groups; however, the rate of
improvement was significantly greater in the control group compared with the PCS group. The findings of this
preliminary study suggest that using a repetitive test design can elucidate decreased cognitive performance in
individuals who may have otherwise performed comparably to controls traditional testing. Using repetitive testing
protocol, taking between 8 and 12 min, can assist the general physician, who may be the first person a PCS patient
approaches to determine if indeed the patient requires further assessment from a neurologist or neuropsychologist.

In our testing, we observed that those who had a history of concussions performed worse with repetitive testing
irrespective of concussion history (i.e., self-reporting single and multiple concussions). It was also interesting to note
that the concussion group participants (both single and multiple concussions), while being actively engaged during
the entire testing session, expressing visible frustration in completing the tasks repeatedly that was not present in
the control individuals. Although it has previously been suggested that frustration may be due to low tolerance
for ‘boring tasks™ [16], it may also be argued that this visible frustration stems from a diminished information
processing capacity associated with incomplete recovery within specific brain areas. While the exact cause of
moderated cognitive performance is not known [6], there have been several models to predict the mechanisms for
poorer performance when undertaking prolonged cognitive tasks with PCS. It may be that this reduced processing
capacity is due to either reduced metabolic capacity [15] or abnormal functioning of underlying neural networks [27].
For example, Peskind ez a/. (28] demonstrated regional hypometabolism in infratentorial (cerebellum, vermis and
pons) and medial temporal brain regions in military veterans with multiple episodes of blast-related mTBI. More
recently, Arenth ez al. [29] observed in post-mTBI individuals (1.7 years postinjury) decreased white matter integrity
in corpus callosum correlating to reduced cognitive performance. Conversely, while it has been suggested that fatigue
can impact cognitive functioning 9], leading to frustration, little research has investigated the pathophysiological
mechanisms underlying memory and, more generally, mental fatigue following recovery from mTBI/concussion [7].
Alternatively, other studies have suggested engagement in more extensive neural networks in people with PCS,
compared with healthy controls, when completing similar mental tasks [15,30,31], suggesting abnormally increased
cerebral effort after brain injury [6], leading to reduced performance more rapidly.

Given the novel nature of this preliminary study, several limitations require acknowledgement. Gendle and
Ransom [20] admit that the SIMON game is a less ‘pure’ measure of working memory span than classic assessments
such as the Knox Cube Test or the Corsi Block Tapping Task, where the blocks are all of the same color. However,
the authors assert that the SIMON game, characterized by colored buttons and unique auditory tones associated
with each sequence, serves as a mnemonic aids during memory recall of the pattern [20]. Therefore, healthy
participants could obtain high span scores through sustained attention of both color and/or tone patterns, creating
an opportunity to differentiate controls from individuals who have suffered a previous concussion and continue to
report ongoing symptoms.

With the PCS participant group, the issue of self-reporting is a limitation, not only in this study but also in
concussion studies involving individuals with ongoing issues following concussion event(s) (32,33]. Further, 80%
reported having a history of multiple concussions, suggesting that the effects we measured were maybe linked to
repeated injury. Although, it should be noted that the 20% that had been exposed to a single concussion did not
perform differently from the individuals that had suffered repeated concussions. Further we found no correlation
between performance decrements for either the working memory or the word-list learning tasks. However, based
on the relatively small size of our cohort, meaningful conclusions about the effect of a single versus repetitive
concussion on the cognitive performance tests should be interpreted with caution, with further studies comparing
single versus repeated concussion histories.
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We also acknowledge where individual’s self-reporting ongoing post-traumatic complaints volunteer for the study,
the issue of self-selection bias cannot be unnoticed. Despite this, our data present no differences in trial 1, followed
by statistically significant differences, and large effect sizes in trials 2 and 3 of both assessments suggest that the data
from this study demonstrate that using a repeated testing paradigm, as opposed to the traditional single application
of an assessment can distinguish cognitive performance differences between PCS and controls. Certainly, future
studies should aim to recruit postconcussion individuals who do not have any ongoing issues (asymptomatic),
and compare to symptomatic PCS individuals with ongoing symptoms. Further, we also suggest collecting data
regarding fatigue/cognitive fatigue in everyday situations from participant’s significant others (e.g., family, partner)
will assist findings. Finally, it may be argued that the differences between groups may be due to floor effects. As no
differences were found after the first trial, but only after trials 2 and 3, we consider these novel findings as important
to investigate further, along with other domains of cognition, in future studies.

Future studies should also incorporate specific cognitive fatigue screening. Pre- and postvisual analog scales for
pre- and post-testing fatigue can be administered on the day, while the mental fatigue scale (6], a 15-question survey
that incorporates affective, cognitive and physical symptoms, sleep duration and daytime fatigue severity variations,
has been shown to significantly correlate (» = -0.37) to information processing. Further studies should look to
incorporate the mental fatigue scale with our repetitive testing protocols, particularly if there is disparity between
the individual’s self-report complaints and the clinical assessment (being medically cleared for daily activities).

Conclusion

This preliminary study demonstrates the feasibility of a rapid assessment protocol measuring cognitive performance
for participants who may have ongoing post-traumatic complaints, but have not been given a clear diagnosis of
impairment related to their concussion previously. Using multiple, back-to-back trials of established cognitive
tests in a single testing session, can complement current assessment protocols, particularly with individuals with
self-reported prolonged concerns following their concussion.

Executive summary

* A small postconcussive syndrome (PCS) generally refers to persistent symptoms beyond the expected recovery
period; and similar to concussion, there is a constellation of symptoms that have been ascribed to this condition.

* Whilstindividuals with PCS may appear ‘normal’ and perform satisfactorily withtraditional cognitive testing, the
inability to maintain concentration and attention, leading to frustration.

* The aim of this preliminary study was to elucidate decrements in cognitiveperformance in individuals with PCS.

Methods

* Seventeen individuals with PCS (mean 9.3 months) were compared to 17 age matched controlswith no history of
concussion with two tests; working memory and word-listlearning.

¢ Unliketraditional testing, we applied each task consecutively three times withminimal rest between tasks.

Results

* For both cognitive tasks there were no differences between groups after trial 1. However significant differences
were observed in trials 2 and 3.

* The working memory task showed a significant decrement in performance in the PCS group compared to the
controls.

* Controls showed significant improvement in the word-list learning task, whilst the PCS showed no improvement.

Discussion

¢ This preliminary study has shown that using traditional testing protocols in arepetitive manner can elucidate
cognitive performance decrements that are notusually seen after one trial.

¢ Further studies are required to investigate if similar patterns are found using a repetitive protocol for tests of
cognition.

* However for clinicians, who may be the first professional an individual with ongoing PCS will consult, applying
these two simple tests in a repetitive capacity will allow for rapid screening for PCS that can take less than 10
minutes.

Supplementary data
To view the supplementary data that accompany this paper please visit the journal website at: https://www.futuremedicine.com/
doi/suppl/10.2217/cnc-2017-0002

Concussion (2017) 2(4) future science group



Efficacy of a repeat testing protocol for cognitive fatigue assessment: a preliminary study in PCS participants ~ Preliminary Communication

Acknowledgements
The authors are grateful to Alex Santos for his contribution with study data collection.

Financial & competing interests disclosure
This study was funded by General Electric/National Football League (GE/NFL) Head Health Challenge I. AJ Pearce is funded, in
part, by a grant from the Australian Football League (AFL) and Sports Health Check charity. The authors have no other relevant
affiliations or financial involvement with any organization or entity with a financial interest in or financial conflict with the subject
matter or materials discussed in the manuscript apart from those disclosed.

No writing assistance was utilized in the production of this manuscript.

Open access
This work is licensed under the Creative Commons Attribution 4.0 License. To view a copy of this license, visit http:/
creativecommons.org/licenses/by/4.0/

References
1 Faul MXL, Wald MM, Coronado VG. Centers for Disease Control. Traumatic brain injury in the United States: emergency department
visits, hospitalizations and deaths 2002-2006 (2010). www.cdc.gov/traumaticbraininjury/pdf/blue_book.pdf

2 Dimou S, Lagopoulos J. Toward objective markers of concussion in sport: a review of white matter and neurometabolic changes in the
brain after sports-related concussion. /. Neurotrauma 31(5), 413-424 (2014).

3 Organization WH. The ICD-10 Classification of Mental and Behavioural Disorders: Clinical Descriptions and Diagnostic Guidelines. World
Health Organization, Geneva, Switzerland (1992).

4 Ryan LM, Warden DL. Post concussion syndrome. /nz. Rev. Psychiatry 15(4), 310-316 (2003).

5  Broshek DK, De Marco AP, Freeman JR. A review of post-concussion syndrome and psychological factors associated with concussion.
Brain Inj. 29(2), 228-237 (2015).

6 Johansson B, Rénnbick L. Long-lasting mental fatigue after traumatic brain injury — a major problem most often neglected diagnostic
criteria, assessment, relation to emotional and cognitive problems, cellular background, and aspects on treatment. In: Traumatic Brain

Injury. InTech, Rijeka, Croatia (2014).

7 Johansson B, Rénnbick L. Mental fatigue; a common long term consequence after a brain injury. In: Brain Injury — Functional Aspects,
Rehabilitation and Prevention. Agrawal A (Ed.). InTech, Rijeka, Croatia 3-16 (2012).

8  Stulemeijer M, van der Werf S, Bleijenberg G, Biert J, Brauer ], Vos PE. Recovery from mild traumatic brain injury: a focus on fatigue. /.
Neurol. 253(8), 1041-1047 (2006).

9 van der Naalt J, van Zomeren A, Sluiter W, Minderhoud J. One year outcome in mild to moderate head injury: the predictive value of
acute injury characteristics related to complaints and return to work. /. Neurol. Neurosurg. Psychiatry 66(2), 207-213 (1999).

10 O’Connor C, Colantonio A, Polatajko H. Long term symptoms and limitations of activity of people with traumatic brain injury: a

ten-year follow-up. Psychol. Rep. 97(1), 169-179 (2005).

11 Belmont A, Agar N, Hugeron C, Gallais B, Azouvi P. Fatigue and traumatic brain injury. Ann. Phys. Rehabil. Med. 49(6),
370-374 (2006).

12 French LM, Lange RT, Brickell T. Subjective cognitive complaints and neuropsychological test performance following military-related
traumatic brain injury. /. Rebabil. Res. Dev. 51(6), 933-950 (2014).

13 de Kruijk J, Leffers P, Menheere P, Meerhoff S, Rutten J, Twijnstra A. Prediction of post-traumatic complaints after mild traumatic
brain injury: early symptoms and biochemical markers. /. Newurol. Neurosurg. Psychiatry 73(6), 727-732 (2002).

14 Johansson B, Berglund P, Rénnbick L. Mental fatigue and impaired information processing after mild and moderate traumatic brain
injury. Brain Inj. 23(13-14), 1027-1040 (2009).

15 Azouvi P, Couillet J, Leclercq M, Martin Y, Asloun S, Rousseaux M. Divided attention and mental effort after severe traumatic brain
injury. Neuropsychologia 42(9), 1260-1268 (2004).

16 Mateer CA, Sira CS. Cognitive and emotional consequences of TBI: intervention strategies for vocational rehabilitation.
NeuroRehabilitation 21(4), 315-326 (20006).

17 Baddeley A. The fractionation of working memory. Proc. Natl Acad. Sci. USA 93(24), 13468-13472 (1996).

18  Nordin LE, Msller MC, Julin P, Bartfai A, Hashim F, Li T-Q. Post mTBI fatigue is associated with abnormal brain functional
connectivity. Sci. Rep. 6, 21183 (2016).

19 Goldman-Rakic PS. Circuitry of primate prefrontal cortex and regulation of behavior by representational memory. In: Handbook of
Physiology: Sec. 1. The Nervous System, Vol. 5, Higher Functions of the Brain (Part 1). Plum F (Ed.). American Physiological Society, MD,
USA, 373-416 (1987).

future science group www.futuremedicine.com



Preliminary Communication  Rau, Patel, Guzik, Sorich & Pearce

20

21

22
23

24

25

26
27
28

29

30

31

32

33

Gendle MH, Ransom MR. Use of the electronic game Simon as a measure of working memory span in college age adults. /. Behav.
Neurosci. Res. 4, 1-7 (2006).

Baek MJ, Kim HJ, Kim S. Comparison between the story recall test and the word-list learning test in Korean patients with mild
cognitive impairment and early stage of Alzheimer’s disease. /. Clin. Exp. Neuropsychol. 34(4), 396404 (2012).

Albert M, Moss M. Neuropsychology of Memory. Guildford Press, NY, USA (1992).

Karrasch M, Sinervi E, Gronholm P, Rinne J, Laine M. CERAD test performances in amnestic mild cognitive impairment and

Alzheimer’s disease. Acta Neurol. Scand. 111(3), 172-179 (2005).

Petersen RC, Smith GE, Waring SC, Ivnik R], Tangalos EG, Kokmen E. Mild cognitive impairment: clinical characterization and
outcome. Arch. Neurol. 56(3), 303-308 (1999).

Rabin LA, Paré N, Saykin AJ e# al. Differential memory test sensitivity for diagnosing amnestic mild cognitive impairment and
predicting conversion to Alzheimer’s disease. Neuropsychol. Dev. Cogn. B Aging Neuropsychol. Cogn. 16(3), 357-376 (2009).

Cohen J. Statistical Power Analysis for the Behavioral Sciences. Erlbaum, NJ, USA, (1988).
Rénnbick L, Hansson E. On the potential role of glutamate transport in mental fatigue. /. Newroinflamm. 1(1), 22 (2004).

Peskind ER, Petrie EC, Cross D] et al. Cerebrocerebellar hypometabolism associated with repetitive blast exposure mild traumatic brain
injury in 12 Iraq war veterans with persistent post-concussive symptoms. Neuroimage 54, S76-S82 (2011).

Arenth PM, Russell KC, Scanlon JM, Kessler L], Ricker JH. Corpus callosum integrity and neuropsychological performance after
traumatic brain injury: a diffusion tensor imaging study. /. Head Trauma Rehabil. 29(2), E1-E10 (2014).

van Zomeren A, van den Burg W. Residual complaints of patients two years after severe head injury. J. Neurol. Neurosurg. Psychiatry
48(1), 21-28 (1985).

Kohl AD, Wylie G, Genova H, Hillary F, Deluca J. The neural correlates of cognitive fatigue in traumatic brain injury using functional
MRI. Brain Inj. 23(5), 420432 (2009).

Pearce AJ, Hoy K, Rogers MA ¢t al. The long-term effects of sports concussion on retired Australian football players: a study using
transcranial magnetic stimulation. /. Neurotrauma 31(3), 1139-1145 (2014).

Kerr ZY, Marshall SW, Guskiewicz KM. Reliability of concussion history in former professional football players. Med. Sci. Sports Exercise
44(3), 377-382 (2012).

Concussion (2017) 2(4) future science group .

fsg




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


