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Definition and Classification
Traumatic brain injury (TBI) is the disruption of brain function due 

to externally applied forces either causing acceleration or deceleration 
of the brain or direct physical contact of an object with the brain or 
head.

TBI can be classified into primary and secondary injuries. Primary 
injuries occur at the moment of injury, while secondary injuries 
occur after the moment of impact, often causing additional damage 
to an already injured brain. Another classification divides TBI into 
focal injuries (e.g., contusions or lacerations) or diffuse injuries (as 
with concussions or diffuse axonal injury.) TBI can also be graded by 
severity: mild, moderate and severe, with severe TBI usually defined as a 
Glasgow Coma Score for 8 or less with a mental status change exceeding 
6 hours. A mild head injury is defined as a mental status change lasting 
less than 30 minutes from the time of the injury; a moderate TBI has an 
associated mental status change lasting30 minutes to 6 hours.

Epidemiology and Etiologies
In the United States alone, about 1.7 million people have medical 

care for varied types and severities of head injury annually [1].

The predominant mechanism is dependent on the population 
studied. For school aged children, sports injuries predominate, while in 
the elderly falls are very important. In young-middle aged adults motor 
vehicle accidents, assaults and alcohol-related injuries are common in 
Western societies. In the military working in war-torn countries blast 
and penetrating brain injuries are prominent. 

Concussions and Minor Head Injury
Concussions are at the mildest end of the mild TBI continuum. 

Concussion has been described as “a complex pathophysiological 
process affecting the brain, induced by traumatic biomechanical forces” 
[2]. The concussive force can be applied either by a direct blow to the 
head face or neck or elsewhere with an “impulsive force” transmitted 
to the head, usually resulting in acceleration-deceleration type of head 
displacement, e.g., football helmets colliding or a blow in boxing). The 
displacement usually has both linear and rotational components. The 
underlying pathogenesis probably involves ionic transmembrane shifts, 
altered brain blood flow, abnormal energy metabolism and altered 
neurotransmitter release. In mild cases homeostatic mechanisms 
correct these derangements in the days or weeks following concussion.

“Concussion typically results in the rapid onset of short-lived 
impairment of neurologic function that resolves spontaneously” [2]. 
The alteration is primarily functional rather than structural. Concussion 

can be graded in severity; some features may last for a prolonged period 
of time. No abnormality on standard neuro-imaging should be seen. 

Features that are common in mild TBI, including concussion 
include

1. Loss of consciousness/alertness: this occurs in fewer than 10%
of cases of concussion but is more common in more severe TBI 
cases and is usually only seconds in duration.

2. Confusion: this is commonly manifest by disorientation,
problems concentrating usually with a memory lapse.

3. Amnesia: most commonly this is anterograde (moving forward 
from the time of the injury) but can also include retrograde
memory loss, usually for a few seconds before the injury. The
duration of amnesia is probably the best marker for the severity 
of the mild TBI. Amnesia for more than 24 hours indicates a
significant head injury and carries an increased risk of residual
cognitive deficits and post-traumatic seizures.

4. Balance and co-ordination defects.

5. Cognitive problems: these usually recover within 2 weeks
in concussions, but can last longer in more severe TBI cases.
Younger individuals, e.g., high school students, may suffer
longer duration of cognitive problems than mature adults,
although the elderly may again have longer lasting residua.

Multiple Mild TBIs
Residua from repeated TBIs are often cumulative and linger for 

longer time periods [3]. Not all patients respond in the same way and 
much more research is needed in this area.

Second Impact Syndrome
This is a controversial entity, but cases have been described in 

which a second minor TBI can be followed by a malignant course [4,5]. 
The second injury typically occurs during the recovery period from 
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the first injury. There is a loss of cerebral autoregulation resulting in 
increased blood flow coupled with vasogenic edema. Most cases have 
been reported in children. The mortality is greater than 50%,

Traumatic Encephalopathy
Traumatic encephalopathy (TE) is a chronic static or progressive 

decline in neurological or neurobehavioral status after exposure to 
head injury [6]. Most reported cases follow repeated head injuries, but 
there are some cases in which a single head injury is followed by TE. 
Some cases can follow repeated subconcussive type injuries, e.g., in 
football (soccer) or martial arts. Victoroff recently developed criteria 
for the diagnosis of TE [7]. In his careful analysis of reported cases, 
most of whom were boxers [6], the onset of symptoms occurred at or 
beyond the end of the career and there was often a delay of a decade or 
more before the diagnosis was made, often in the late 30s or 40s of age. 
Symptoms and signs were progressive in more than half the cases. Key 
features included:

1. History of head injury either concussive or repeated 
subconcussive injuries.

2. Symptoms following traumatic exposure: headache, speech 
disturbance, tremor, deterioration in stance or gait or falls, 
cognitive changes such as memory loss and getting lost, anxiety, 
paranoia, personality changes, ethanol abuse or sensitivity to 
intoxication, and anger and aggression.

3. Signs: nystagmus, ataxia, reduced facial expression, hypertonia 
or rigidity, hyper-reflexia, hemiparesis, tremor and disorders 
of stance and gait.

4. Neurobehavioral signs: memory loss, other cognitive changes 
(including frank dementia), mood disturbance (lability, 
depression, euphoria), thought disorders (e.g. paranoia), 
pathological personality traits (irritability, impulsivity, apathy) 
anger and aggression.

The above should be persistent without a suitable alternative 
diagnosis. 

Severe Traumatic Brain Injury
In this review we shall concentrate on severe TBI, which isthe 

leading cause of death and disability among patients under 45 years 
of age [8,9]. Mortality ranges from 30-40%, with most patients dying 
after withdrawal of life support in ICUs [8]. Thirty per cent of survivors 
have major neurological sequelae [8,9]. The decision to withdraw is 
usually based on the projected neurological prognosis. A recent survey 
of Canadian ICUs revealed that there was tremendous variation in 
the timing and percentages of such withdrawals among hospitals, 
with many occurring within the first three days of care [8]. This is 
worrisome, as it is acknowledged that prediction of outcome in TBI 
patients is imprecise. Better predictive guidelines for favorable and 
unfavorable outcomes need to be established.

TBI is heterogeneous in mechanisms (ranging from penetrating 
brain injuries to acceleration-deceleration) and pathology (including 
diffuse axonal injury [DAI], contusions and lacerations) [10]. This 
complicates the formulation of uniform guidelines for prognosis. 

Universal prognostic guidelines for TBI have not been 
formulated. However, we shall review the best evidence from clinical, 
electrophysiological and neuro-imaging perspectives, referring to 
specific types of injury when appropriate.

Diffuse Axonal Injury
Patients diagnosed with DAI have an immediate loss of 

consciousness and remain with a GCS of 8 or less for a variable amount 
of time, from a few hours to a few months, or may never regain 
awareness. The impact of the trauma causes the axons to become 
stretched or disrupted by the sudden acceleration-deceleration or 
rotational forces [11,12]. Typically DAI is maximal in frontal and 
temporal regions and in severe cases involves the corpus callosum and 
the upper brainstem [13].

Ommaya and Gennarelli proposed that TBI followed a centripetal 
model with the periphery of the brain being more prone to damage 
with a less severe trauma, while deeper structures need more force 
to be damaged [14]. It was found that the depth of the parenchymal 
lesions seen on MRI were directly related to the duration of impaired 
consciousness, and that deeper lesions (corpus callosum or brainstem) 
also correlated with a greater degree of impaired consciousness 
[15]. These findings are consistent with the grading system for DAI 
introduced by Adams et al., with impact on the hemispheres (Grade 
I), the corpus callosum (Grade II) or the brainstem (Grade III) [16].

There is evidence that in DAI, as with concussion, neurons develop 
delayed injury after the initial impact, probably due to biochemical 
cascades that are more marked in their activation than in less severe 
injuries [17,18]. Neuronal damage is followed by the appearance of 
secondary lesions that were not seen on the first images due to loss 
of white matter overtime. PET studies using [18F] fluorodeoxyglucose 
(FDG) and [18F] flumazenil in DAI patients also showed focal damage 
mostly in the medial frontal gyrus, the cingulate gyrus and the thalamus 
[19].

Focal Lesions
In focal brain lesions, i.e., subdural and epidural hematomas and 

contusions (see Figure 1), the decreased level of consciousness is due 
to the mass effect exerted by the lesion directly on the diencephalon, 
mesencephalon or brainstem, and/or by the increased intracranial 
pressure due to the volume of the lesion leading to herniation. 
Midline displacement with supratentorial mass lesions is most closely 
correlated with the degree of obtundation [20,21]. This precedes the 

Figure 1: There is a large, acute right-sided, supratentorial, subdural hematoma 
with massive shift of midline structures from right to left and entrapment of the 
left lateral ventricle.
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uncal and downward herniation, the latter of which can be a terminal 
event. Herniations can contribute to an obstructive hydrocephalus, or 
a compressive vascular problem (ischemia from arterial compression, 
or venous engorgement). With infratentorial mass lesions and 
displacement of structures, there is direct compression of the 
brainstem, and the clinical exam will demonstrate the level of the 
injury, with mitotic pupils and absent caloric for pontine compression, 
while a compression of the midbrain will produce midposition fixed 
pupils [Figure 1].

Clinical Features
There are often external signs of trauma, e.g., facial bruising or 

lacerations, Battle’s sign (bruising over the mastoid or hemotympanium, 
indicating a fracture through the petrous temporal bone) or “raccoon 
eye” (evidence of a fracture through the orbital roof). The history is 
valuable: loss of consciousness that immediately follows the injury 
often indicates DAI, while loss of consciousness after an initial “lucid 
interval” or the “talk and die” syndrome raises the possibilities of 
delayed brain edema (more common in children or young adults) or 
intraparenchymal or extracerebral hemorrhage (subdural or epidural 
hematoma) with increasing mass effect. 

Patients with DAI do not have raised intracranial pressure unless 
there is accompanying intracranial bleeding or cerebral edema. Very 
severecases may show “brainstem findings”, including Horner’s 
syndrome, gaze palsies or 6th nerve palsies, but most cases show 
coma related to bicerebral injury. Patients without obvious brainstem 
injury may show either decerebrate or decorticate posturing, either 
spontaneously or following stimulation. Patients with supratentorial 
mass lesions who develop coma will often show initial pupillary 
changes indicative of herniation unless they are bilateral.

Imaging
Advances in technology have greatly facilitated the recognition 

various pathologies. For example, diffuse axonal injuries were not 
seen on CT-scan, resulting in patients being diagnosed on the bases 
of history, clinical symptoms, and the absence of lesions on CT. The 
final diagnosis was therefore usually made at autopsy. With MRI 
technologies (T1 and T2 sequences), axonal tears with subsequent 
edema were discovered. Newer sequences such as fluid-attenuated 
inversion recovery (FLAIR) made the lesions more apparent, but with 
the study of water diffusion through diffusion tensor imaging (DTI), 
more precise images of tracts were obtained. 

While CT is still the imaging modality of choice in the acute setting 
of a trauma, when the patient is unconscious, other imaging techniques 
are emerging. CT causes exposure to radiation, and has a relatively 
poor resolution for small lesions. While essential to rule out a large 
hemorrhagic lesion needing an adequate treatment, CT does not detect 
diffuse axonal injuries [22].

Standard MRI sequences (T1-, T2-weighted and FLAIR images) 
can reveal small contusions as well as some diffuse axonal injuries and 
allow for better discrimination of the structural lesions than using CT. 
While not usually indicated when the neurological status is normal 
after a concussion, some MRI studies have shown subacute and chronic 
changes with brain atrophy in more severe injuries (decrease in white 
matter and ventricular enlargement) [23,24].

The study of fiber tracts with diffusion tensor MRI, tacking 
advantage of the anisotropic motion of water within the axons 
(fractional anisotropy, FI), has enabled the identification of white 

matter tract disruption, and therefore the detection of smaller areas of 
DAI. Maps of FA would be disturbed when the sheaths of myelin are 
disrupted or when there is edema around the axons. Studies of mild 
traumatic brain injuries have shown abnormalities in the genu of the 
corpus callosum (reduction of FI) [25-27]. Diffusion tensor imaging 
(DTI) is progressively being used clinically in the traumatic brain 
injuries [12,28,29]. It is useful assessing the prognosis for consciousness 
recovery after TBI and support the possible use of DTI as a biomarker 
for early classification of patients [30].

Proton magnetic resonance spectroscopy (MRS) is a non-invasive 
way of looking at brain metabolites. Differences in ratio of metabolites 
as well the presences of some metabolites are the signature for neuronal 
or other cell injuries. Disruption of neurons will also lead to changes in 
metabolite regulation (e.g., impaired mitochondrial energy production 
will reduce N-acetyl-aspartate (NAA), a neuronal marker, and 
membrane degradation might increase choline (Cho). The presence of 
lactate indicates some degree of anaerobic metabolism. After trauma, 
a decrease in NAA/Cr (creatine) ratio, which is the signature for 
neuronal damage, has been shown in the corpus callosum [31,32], in 
the brainstem, in basal ganglia [33], and in and near contused areas 
[34-36]. In concussion, changes in the NAA/Cr ratio have been 
shown [37,38], but such changes are usually transient, coming back to 
baseline within a few days [37,39] to months [37,39]. However they 
may remain abnormal in more severe trauma. The Cho/Cr ratio, which 
is seen in membrane disruption, increases after TBI and remains high 
up to 6 months after the injury [38], even in some concussed patients. 
This could be reflective of glial proliferation or inflammation in the 
perilesional region. Lactate/creatine (Lac/Cr) ratio was elevated during 
the first week after TBI [40]. Absolute peak value for Glutamate/
glutamine (Glx) and Cho were found to be significantly elevated in the 
occipital gray and parietal white matter early after injury in patients 
with poor long-term (6-12-month) outcomes of one study [41] which 
showed that Glx and Cho values predicted long-term outcome with 
94% accuracy and when combined with the motor Glasgow Coma 
Scale score provided the highest predictive accuracy (97%), while 
somatosensory evoked potentials were not as accurate. Previous 
research suggests thatMRS might be helpful by showing the true extent 
of axonal damage especially when combined with MRI (T2, FLAIR and 
diffusion) images [42].

Functional MRI (fMRI) has been used to study a variety of brain 
injuries, of varying severity. In concussion in athletes, studies have 
found different patterns of activity in patients versus controls [43-
45] in tasks involving working memory [45]. For example, in patients 
with a severe TBI, those with a better recovery showed a near normal 
activation pattern when completing a Tower of London task (prefrontal 
and parietal activation), while the patients with a worse recovery had 
an inconsistent pattern of activation and poor behavioral performance. 
For the time being, fMRI is used mostly as a research tool, but it has 
great promise clinically.

Single photon emission computed tomography (SPECT) has been 
used in trauma in the study of regional cerebral blood flow and has 
shown abnormalities in the medial temporal lobe circulation [46]. 
The exposure to radio-isotopes is a disadvantage. Furthermore, the 
qualitative or, at best, semiquantitative, nature of SPECT is not sensitive 
to changes in global blood low, but it can be useful in compares regions 
of the brain to each other. 

Positron emission tomography (PET): is used to observe the 
metabolism of the brain, usually using FDG. Some studies have shown 
that there are differences in patients who have had a concussion as 
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compared to controls with a reduced mesial temporal metabolism, as 
well as more globally in the frontal and temporal cortex.46 Some studies 
have also shown a decrease in the global glucose metabolism for up 
to 4 weeks post-injury, without correlation with the GCS. PET also is 
currently used only as a research tool and not clinically in TBI.

Electrophysiological Assessment
EEG

EEG has several roles in the assessment of the patient with TBI:

Seizure detection: Vespa and colleagues monitored 84 patients 
with moderate-severe TBI from the time of their admission to the ICU 
for up to 14 days post-injury. Seizure occurred in 20% of the patients, 
half of which were nonconvulsive. The six patients had status epilepticus 
died, compared with a mortality rate of 24% in the nonseizure patients 
[47]. 

Seizures, typically focal in origin with variable spread, are more 
likely in patients with greater severity of TBI and in patients with 
contusions than in those with DAI. The occurrence of seizures after 
the drainage of subdural hematoma has also been noted. Seizures are 
reduced in frequency but not completely prevented by prophylactic 
phenytoin, now given to patients with a Glasgow Coma Scale score 
(GCS) of 8 or less and an abnormal CT head scan. Such therapy reduces 
seizure frequency in the first week only, but does not alter outcome or 
the incidence of post-traumatic epilepsy [48]. Thus, it is advisable to 
perform continuous EEG monitoring (CEEG) in patients at risk for 
seizures and to treat accordingly. It remains to be shown, however, 
that treatment of early post-traumatic seizures improves outcome or 
shortens ICU length of stay. 

Prognosis: Conventional EEG has not been of great assistance in 
prognostication, although this has been insufficiently explored [49]. 
Simple reactivity and the presence of normal-appearing spindles are 
relatively favorable features, especially when combined with clinical 
and neuro-imaging results [50].

Sedation monitoring: CEEG monitoring can also be used to 
guide sedation monitoring. Sedation with propofol and midazolam are 
commonly used to control agitation, to facilitate assisted ventilation 
and to help lower intracranial pressure (ICP). It has been our experience 
that sedation is often overdone or is erratic; this probably prolongs 
time on the ventilator and ICU stay overall, in addition to contributing 
to delirium on less severely injured patients. Monitoring for sedation is 
optimal with automated/quantitative EEG, but raw EEG at the bedside, 
even with 2 or more channels, can still be helpful in avoiding having 
excessive suppression.

Quantitative EEG (QEEG)

QEEG has the advantage of condensing the EEG temporally so that 
slowly evolving changes can be readily seen. 

QEEG usually uses fast Fourier transforms to convert the EEG 
into amplitude and frequency changes over time, with frequency 
on the x-axis and the power (amplitude squared) on the y-axis. 
Separate epochs are “stacked” with the most recent on the bottom as 
a compressed spectral array. More recently, color-coded displays with 
frequencies of different colors and amplitude displayed vertically and 
with time in hours on the x-axis.

Although some good work has been published on the application 
of QEEG in TBI, this technology has not been widely adopted and 

tends to be used mainly in the academic units that developed it, except 
perhaps for amplitude-integrated EEG for seizure detection. 

Seizures usually produce a significant change in background 
amplitude and frequency that can be readily seen on QEEG display. It is 
a good policy to confirm that such “blips” are seizures by examining the 
raw EEG. Reliable criteria exist for recognizing seizures with standard 
criteria [51].

QEEG has been shown to be effective in the rough separation 
of mild from severe head injury. Thatcher and colleagues, using 
discriminant analysis, were able to differentiate these two categories 
with >90% sensitivity and specificity [52,53].

QEEG also lends itself to assessing the severity of brain injury 
by examining spectral content including the phase and amplitude 
coherence between cortical areas. Low scores indicate disruption 
of interconnectivity of cortical regions [54]. Thornton has shown 
abnormal connectivity in frontal regions by examining beta frequency 
coherence in an auditory memory task [55]. Independent component 
analysis has also been applied to detect differences in coherence in 
multiple channels [56].

Polysomnography: Polysomnography has been used to assess 
prognosis in TBI [57]. The closer sleep staging and arousability 
the better the outcome. There are some patterns such as the cyclic 
alternating pattern that are associated with an unfavorable prognosis 
[57].

EEG and cognitive assessment

More recently EEG changes during commanded motor tasks have 
been explored by Cruse et al. [58] Patients, most with TBI, who were 
clinically diagnosed as being in VS were given commands to move their 
right hand and toes while being recorded. Three of 16 patients could 
generate EEG responses (a shift in power of various frequency bands in 
electrodes over the motor cortices) similar to control subjects. 

Evoked potentials

Evoked potentials (EPs) are recorded electrical responses from 
the nervous system that are produced by a stimulus and occur at a 
fixed interval from the stimulus. This allows for computer averaging 
techniques to sum these time-locked responses and then divide the 
summated responses by the number of stimuli. Non time-locked 
signals approach zero, while the evoked response remains.

The most prognostically useful EP is somatosensory (SSEPs), 
usually produced by stimulation of the median nerve at the wrist [59].

A systematic review of 25 studies of high grade TBI patients showed 
that SSEPs provide a more reliable prediction of poor outcome than the 
GCS, EEG, CT scan or clinical examination [60]. The bilateral absence 
of the cortical component of the SSEP was associated with an outcome 
no better than vegetative state. Unilateral absence or and contralateral 
delay was still associated with significant impairment. Combining 
the SSEP results with GCS, pupillary and motor responses enhanced 
the predictive value for intermediate degrees of SSEP abnormalities 
[59,60]. In applying SSEPs for prognosis it is best to record along 
the sensory pathway, is to ensure that the problem lies intracranially. 
Although SSEPs are not affected as much by sedation as EEGs are, it is 
wise to minimize anesthetic drugs when applying this test.

Auditory and visual evoked responses have not been very useful, 
except in examining the integrity of those pathways, respectively. 
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Event-related potentials

Event-related potentials (ERPs) are responses that are of a higher 
order than EPs in that they rely on discriminative functions or advanced 
processing of signals. Because of this the latencies from the stimuli are 
longer in duration. In contrast to short latency EPs, which when absent 
are useful in determining a poor prognosis, ERPs when present give 
support to return of conscious awareness. Examples are:

Mismatch negativity (MMN)

MMN is defined as a negative shift in the averaged EEG recording 
occurring within a time window of 100-300 msec in response to variant 
sounds that are presented randomly but infrequently compared to 
standard sounds [61] Fischer et al. [62] studied patients in coma and 
found that MMN was useful in predicting recovery from coma and an 
outcome better than Wijnen et al., studied patients who shifted from 
coma to VS and found that the improvement in amplitude of the 
MMN to >2 microvolts predicted an ultimate outcome better than the 
minimally conscious state (MCS) [61].

P300 response (P3)

The P3 response is a positive wave appearing about 300 msec after 
an “oddball” or variant stimulus, and is analogous to the MMN. Its 
presence was originally thought to require the patient to be awake and 
attentive, but P3 can be generated in comatose patients [23]. Reuter 
and Linke, found the TBI patients who showed the P3 response in coma 
were able to function independently 6 months after the injury [63].

N400 response

Connolly and colleagues have tested semantic comprehension of 
speech/language in unresponsive but alert patients with ERPs [64,65]. 
The N400 response is generated when the last word of a sentence does 
not make sense, e.g., “The pizza was too hot to sing.” Auditory or visual 
presentations can be used in such testing. Patients who show the N400 
responses can sometimes be rehabilitated and have a greater chance of 
recovering some independence. 

Biomarkers
With brain trauma various glial and neuronal constituents are 

released into the blood and CSF. This release is time dependent and 
will vary depending on the predominant pathology, e.g. DAI vs. 
contusions. In group studies there are strong correlations between 
various biomarkers in the serum as well as CSF and outcomes with 
severe TBI both for children and adults [66-71].Some of the main 
contenders for useful serum biomarkers are the S100 glial protein, 
ubiquitin C-terminal hydrolase 1(UCH-1), glial fibrillary acidic 
protein and pentraxin [67-69]. In the CSF there are more abundant 
potentially useful biomarkers including alpha-synuclein, various 
cytokines and neuronal specific enolase [66,70,71], While biomarkers 
offer considerable prognostic promise, studies have been small, single 
centered and leave some uncertainties, such as optimal time for 
sampling and correlation with specific pathologies and age groups. 
In general, prognostication in the first hours or days from trauma is 
difficult and needs to be done with great care to avoid self-fulfilling 
prophesies. Further research and validation studies are needed for both 
severe and mild TBI [72].

Management
After a concussion, care should be taken to prevent a second 

impact injury. In returning to play, patients should restrain from 

practicing until completely asymptomatic, then slowly returning to 
play, gradually, depending on their symptoms (or lack of symptoms); 
non-athletes can gradually start their activity again when they are 
asymptomatic. Individuals with long-lasting symptoms can benefit 
from neuropsychological testing [73].

Patients with more severe injury should be scanned to assess the 
necessity of a neurosurgical intervention. When the GCS is lower than 
8, and the imaging is abnormal, a pressure monitoring probe is usually 
inserted [74]. The intracranial pressure can therefore be monitored 
and treated if necessary. Lesions creating mass effect will need to be 
evacuated surgically. Hemispheric edema with raised intracranial 
pressure refractory to medical treatment (hypertonic saline, mannitol, 
etc.) might require a hemicraniectomy [75].

Abnormal cerebral autoregulation can also be monitored using 
continuous transcranial Doppler ultrasonography (using the pulsatility 
index), or pressure reactivity index monitoring [76]. The pressure 
reactivity index is the slope of the regression line relating MABP and 
ICP [77]. NIRS (Near InfraRed Spectroscopy) is progressively being 
investigated and used to monitor the cerebral blood flow or brain 
oxygenation. It is based on the different absorption characteristics of 
oxy- and desoxy-hemoglobin [78]. Those new techniques to monitor 
the patients are currently still research oriented, but could become 
clinical tools in a near future.

References

1. Freire MA (2012) Pathophysiology of neurodegeneration following traumatic 
brain injury. West Indian Med J 61: 751-755.

2. McCrory P, Joohnston K, Meeeuwisse W, Aubry M, Cantu R, et al. (2004) 
Summary and agreement statement of the 2nd international conference on 
concussion in sport. Prague. British Journal of Sports Medicine 39: 196-204. 

3. Rabadi MH, Jordan BD (2001) The cumulative effect of repetitive concussion in 
sports. Clin J Sport Med 11: 194-198.

4. Cantu RC (1998) Second-impact syndrome. Clin Sports Med 17: 37-44.

5. McCrory P (2001) Does second impact syndrome exist? Clin J Sport Med 11: 
144-149.

6. Saulle M, Greenwald BD (2012) Chronic traumatic encephalopathy: a review. 
Rehabil Res Pract 2012: 816069.

7. Victoroff J (2013) Traumatic encephalopathy: review and provisional research 
diagnostic criteria. NeuroRehabilitation 32: 211-224.

8. Turgeon AF, Lauzier F, Simard JF, Scales DC, Burns KE, et al. (2011) Mortality 
associated with withdrawal of life-sustaining therapy for patients with severe 
traumatic brain injury: a Canadian multicentre cohort study. CMAJ 183: 1581-
1588.

9. Marshall LF, Becker DP, Bowers SA, Cayard C, Eisenberg H, et al. (1983) 
The National Traumatic Coma Data Bank. Part 1: Design, purpose, goals, and 
results. J Neurosurg 59: 276-284.

10. Posner JB, Saper CB, Schiff ND, Plum F, (2007) Plum and Posner’s Diagnosis 
of Stupor and Coma. (4thedn), Oxford University Press, New York, USA, 159-
162. 

11. Risling M, Plantman S, Angeria M, Rostami E, Bellander BM, et al. (2011) 
Mechanisms of blast induced brain injuries, experimental studies in rats. 
Neuroimage 54: S89-97.

12. Xu J, Rasmussen IA, Lagopoulos J, Håberg A (2007) Diffuse axonal injury in 
severe traumatic brain injury visualized using high-resolution diffusion tensor 
imaging. J Neurotrauma 24: 753-765.

13. Adams JH, Doyle D, Ford I, Gennarelli TA, Graham DI, et al. (1989) Diffuse 
axonal injury in head injury: definition, diagnosis and grading. Histopathology 
15: 49-59.

14. Ommaya AK, Gennarelli TA (1974) Cerebral concussion and traumatic 
unconsciousness. Correlation of experimental and clinical observations of blunt 
head injuries. Brain 97: 633-654.

http://www.ncbi.nlm.nih.gov/pubmed/23620976
http://www.ncbi.nlm.nih.gov/pubmed/23620976
http://www.ncbi.nlm.nih.gov/pubmed/15793085
http://www.ncbi.nlm.nih.gov/pubmed/15793085
http://www.ncbi.nlm.nih.gov/pubmed/15793085
http://www.ncbi.nlm.nih.gov/pubmed/11495325
http://www.ncbi.nlm.nih.gov/pubmed/11495325
http://www.ncbi.nlm.nih.gov/pubmed/9475969
http://www.ncbi.nlm.nih.gov/pubmed/11495318
http://www.ncbi.nlm.nih.gov/pubmed/11495318
http://www.ncbi.nlm.nih.gov/pubmed/22567320
http://www.ncbi.nlm.nih.gov/pubmed/22567320
http://www.ncbi.nlm.nih.gov/pubmed/23535783
http://www.ncbi.nlm.nih.gov/pubmed/23535783
http://www.ncbi.nlm.nih.gov/pubmed/21876014
http://www.ncbi.nlm.nih.gov/pubmed/21876014
http://www.ncbi.nlm.nih.gov/pubmed/21876014
http://www.ncbi.nlm.nih.gov/pubmed/21876014
http://www.ncbi.nlm.nih.gov/pubmed/6345728
http://www.ncbi.nlm.nih.gov/pubmed/6345728
http://www.ncbi.nlm.nih.gov/pubmed/6345728
http://www.ncbi.nlm.nih.gov/pubmed/20493951
http://www.ncbi.nlm.nih.gov/pubmed/20493951
http://www.ncbi.nlm.nih.gov/pubmed/20493951
http://www.ncbi.nlm.nih.gov/pubmed/17518531
http://www.ncbi.nlm.nih.gov/pubmed/17518531
http://www.ncbi.nlm.nih.gov/pubmed/17518531
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/4215541
http://www.ncbi.nlm.nih.gov/pubmed/4215541
http://www.ncbi.nlm.nih.gov/pubmed/4215541


Page 6 of 7

Citation: Bryan Young G (2013) Traumatic Brain Injury. J Neurol Neurophysiol 4: 174. doi:10.4172/2155-9562.1000174

Volume 4 • Issue 5 • 1000174
J Neurol Neurophysiol
ISSN: 2155-9562 JNN, an open access journal  Traumatic Brain Injury: Diagnosis & Treatment 

37. Garnett MR, Blamire AM, Corkill RG, Cadoux-Hudson TA, Rajagopalan B, et 
al. (2000) Early proton magnetic resonance spectroscopy in normal-appearing 
brain correlates with outcome in patients following traumatic brain injury. Brain 
123: 2046-2054.

38. Garnett MR, Blamire AM, Rajagopalan B, Styles P, Cadoux-Hudson TA (2000) 
Evidence for cellular damage in normal-appearing white matter correlates with 
injury severity in patients following traumatic brain injury: A magnetic resonance 
spectroscopy study. Brain 123: 1403-1409.

39. Gasparovic C, Arfai N, Smid N, Feeney DM (2001) Decrease and recovery of 
N-acetylaspartate/creatine in rat brain remote from focal injury. J Neurotrauma 
18: 241-246.

40. Signoretti S, Vagnozzi R, Tavazzi B, Lazzarino G (2010) Biochemical and 
neurochemical sequelae following mild traumatic brain injury: summary of 
experimental data and clinical implications. Neurosurg Focus 29: E1.

41. Shutter L, Tong KA, Holshouser BA (2004) Proton MRS in acute traumatic 
brain injury: role for glutamate/glutamine and choline for outcome prediction. J 
Neurotrauma 21: 1693-1705.

42. Carpentier A, Galanaud D, Puybasset L, Muller JC, Lescot T, et al. (2006) 
Early morphologic and spectroscopic magnetic resonance in severe traumatic 
brain injuries can detect "invisible brain stem damage" and predict "vegetative 
states". J Neurotrauma 23: 674-685.

43. Chen JK, Johnston KM, Frey S, Petrides M, Worsley K, et al. (2004) Functional 
abnormalities in symptomatic concussed athletes: an fMRI study. Neuroimage 
22: 68-82.

44. Jantzen KJ, Anderson B, Steinberg FL, Kelso JA (2004) A prospective 
functional MR imaging study of mild traumatic brain injury in college football 
players. AJNR Am J Neuroradiol 25: 738-745.

45. Lovell MR, Pardini JE, Welling J, Collins MW, Bakal J, et al. (2007) Functional 
brain abnormalities are related to clinical recovery and time to return-to-play in 
athletes. Neurosurgery 61: 352-359.

46. Umile EM, Sandel ME, Alavi A, Terry CM, Plotkin RC (2002) Dynamic imaging 
in mild traumatic brain injury: support for the theory of medial temporal 
vulnerability. Arch Phys Med Rehabil 83: 1506-1513.

47. Vespa PM, Nuwer MR, Nenov V, Ronne-Engstrom E, Hovda DA, et al. (1999) 
Increased incidence and impact of nonconvulsive and convulsive seizures 
after traumatic brain injury as detected by continuous electroencephalographic 
monitoring Journal of Neurosurgery 91: 750-760. 

48. Temkin NR, Dikmen SS, Wilensky AJ, Keihm J, Chabal S, et al. (1990) A 
randomized, double-blind study of phenytoin for the prevention of post-
traumatic seizures. N Engl J Med 323: 497-502.

49. Nuwer MR, Hovda DA, Schrader LM, Vespa PM (2005) Routine and quantitative 
EEG in mild traumatic brain injury. Clin Neurophysiol 116: 2001-2025.

50. Rumpl E, Prugger M, Bauer G, Gerstenbrand F, Hackl JM, et al. (1983) Incidence 
and prognostic value of spindles in post-traumatic coma. Electroencephalogr 
Clin Neurophysiol 56: 420-429.

51. Young GB, Jordan KG, Doig GS (1996) An assessment of nonconvulsive 
seizures in the intensive care unit using continuous EEG monitoring: an 
investigation of variables associated with mortality. Neurology 47: 83-89.

52. Thatcher RW, North DM, Curtin RT, Walker RA, Biver CJ, et al. (2001) An 
EEG severity index of traumatic brain injury. J Neuropsychiatry Clin Neurosci 
13: 77-87.

53. Thatcher RW, Walker RA, Gerson I, Geisler FH (1989) EEG discriminant 
analyses of mild head trauma. Electroencephalogr Clin Neurophysiol 73: 94-
106.

54. Hughes JR, John ER (1999) Conventional and quantitative 
electroencephalography in psychiatry. J Neuropsychiatry Clin Neurosci 11: 
190-208.

55. Thornton K (2003) The electrophysiological effects of a brain injury on auditory 
memory functioning. The QEEG correlates of impaired memory. Arch Clin 
Neuropsychol 18: 363-378.

56. Cao C, Slobounov S (2010) Alteration of cortical functional connectivity as a 
result of traumatic brain injury revealed by graph theory, ICA, and sLORETA 
analyses of EEG signals. IEEE Trans Neural Syst Rehabil Eng 18: 11-19.

57. Evans BM, Bartlett JR (1995) Prediction of outcome in severe head injury based 
on recognition of sleep related activity in the polygraphic electroencephalogram. 
J Neurol Neurosurg Psychiatry 59: 17-25.

15. Lescot T, Fulla-Oller L, Po C, Chen XR, Puybasset L, et al. (2010) Temporal 
and regional changes after focal traumatic brain injury. J Neurotrauma 27: 85-
94.

16. Adams JH, Doyle D, Ford I, Gennarelli TA, Graham DI, et al. (1989) Diffuse 
axonal injury in head injury: definition, diagnosis and grading. Histopathology 
15: 49-59.

17. Bigler ED (2001) Quantitative magnetic resonance imaging in traumatic brain 
injury. J Head Trauma Rehabil 16: 117-134.

18. Büki A, Povlishock JT (2006) All roads lead to disconnection?--Traumatic 
axonal injury revisited. Acta Neurochir (Wien) 148: 181-193.

19. Kawai N, Maeda Y, Kudomi N, Yammoto Y, Nishiyama T, et al. (2010) Focal 
Neuronal Damage in Patients with Neuropsychological Impairment after 
Diffuse Traumatic Brain Injury: Evaluation Using 11C-Flumazenil Positron 
Emission Tomography with Statistical Image Analysis. Journal of neurotrauma 
27: 2131-2138. 

20. Fisher CM (1984) Acute brain herniation: a revised concept. Semin Neurol 4: 
417-421. 

21. Ropper AH (1986) Lateral displacement of the brain and level of consciousness 
in patients with an acute hemispheral mass. N Engl J Med 314: 953-958.

22. Stiell IG, Wells GA, Vandemheen K, Clement C, Lesiuk H, et al. (2001) The 
Canadian CT Head Rule for patients with minor head injury. Lancet 357: 1391-
1396.

23. Azouvi P (2000) Neuroimaging correlates of cognitive and functional outcome 
after traumatic brain injury. Curr Opin Neurol 13: 665-669.

24. Ding K, Marquez de la Plata C, Wang JY, Mumphrey M, Moore C, et al. (2008) 
Cerebral atrophy after traumatic white matter injury: correlation with acute 
neuroimaging and outcome. J Neurotrauma 25: 1433-1440.

25. Niogi SN, Mukherjee P, Ghajar J, Johnson C, Kolster RA, et al. (2008) Extent of 
microstructural white matter injury in postconcussive syndrome correlates with 
impaired cognitive reaction time: a 3T diffusion tensor imaging study of mild 
traumatic brain injury. AJNR Am J Neuroradiol 29: 967-973. 

26. Niogi SN, Mukherjee P, Ghajar J, Johnson CE, Kolster R, et al. (2008) Structural 
dissociation of attentional control and memory in adults with and without mild 
traumatic brain injury. Brain 131: 3209-3221.

27. Wozniak JR, Krach L, Ward E, Mueller BA, Muetzel R, et al. (2007) 
Neurocognitive and neuroimaging correlates of pediatric traumatic brain injury: 
a diffusion tensor imaging (DTI) study. Arch Clin Neuropsychol 22: 555-568.

28. Gupta RK, Saksena S, Agarwal A, Hasan KM, Husain M, et al. (2005) Diffusion 
tensor imaging in late posttraumatic epilepsy. Epilepsia 46: 1465-1471.

29. Salmond CH, Menon DK, Chatfield DA, Williams GB, Pena A, et al. (2006) 
Diffusion tensor imaging in chronic head injury survivors: correlations with 
learning and memory indices. Neuroimage 29: 117-124.

30. Perlbarg V, Puybasset L, Tollard E, Lehericy S, Benali H, et al. (2009) Relation 
between brain lesion location and clinical outcome in patients with severe 
traumatic brain injury: a diffusion tensor imaging study using voxel-based 
approaches. Hum Brain Mapp 30: 3924-3933. 

31. Cecil KM, Hills EC, Sandel ME, Smith DH, McIntosh TK, et al. (1998) Proton 
magnetic resonance spectroscopy for detection of axonal injury in the splenium 
of the corpus callosum of brain-injured patients. J Neurosurg 88: 795-801.

32. Sinson G, Bagley LJ, Cecil KM, Torchia M, McGowan JC, et al. (2001) 
Magnetization transfer imaging and proton MR spectroscopy in the evaluation 
of axonal injury: correlation with clinical outcome after traumatic brain injury. 
AJNR Am J Neuroradiol 22: 143-151.

33. Ariza M, Junqué C, Mataró M, Poca MA, Bargalló N, et al. (2004) 
Neuropsychological correlates of basal ganglia and medial temporal lobe NAA/
Cho reductions in traumatic brain injury. Arch Neurol 61: 541-544.

34. Nakabayashi M, Suzaki S, Tomita H (2007) Neural injury and recovery near 
cortical contusions: a clinical magnetic resonance spectroscopy study. J 
Neurosurg 106: 370-377.

35. Son BC, Park CK, Choi BG, Kim EN, Choe BY, et al. (2000) Metabolic changes 
in pericontusional oedematous areas in mild head injury evaluated by 1H MRS. 
Acta Neurochir Suppl 76: 13-16.

36. Sutton LN, Wang Z, Duhaime AC, Costarino D, Sauter R, et al. (1995) Tissue 
lactate in pediatric head trauma: a clinical study using 1H NMR spectroscopy. 
Pediatr Neurosurg 22: 81-87.

http://www.ncbi.nlm.nih.gov/pubmed/11004122
http://www.ncbi.nlm.nih.gov/pubmed/11004122
http://www.ncbi.nlm.nih.gov/pubmed/11004122
http://www.ncbi.nlm.nih.gov/pubmed/11004122
http://www.ncbi.nlm.nih.gov/pubmed/10869052
http://www.ncbi.nlm.nih.gov/pubmed/10869052
http://www.ncbi.nlm.nih.gov/pubmed/10869052
http://www.ncbi.nlm.nih.gov/pubmed/10869052
http://www.ncbi.nlm.nih.gov/pubmed/11284545
http://www.ncbi.nlm.nih.gov/pubmed/11284545
http://www.ncbi.nlm.nih.gov/pubmed/11284545
http://www.ncbi.nlm.nih.gov/pubmed/21039135
http://www.ncbi.nlm.nih.gov/pubmed/21039135
http://www.ncbi.nlm.nih.gov/pubmed/21039135
http://www.ncbi.nlm.nih.gov/pubmed/15684761
http://www.ncbi.nlm.nih.gov/pubmed/15684761
http://www.ncbi.nlm.nih.gov/pubmed/15684761
http://www.ncbi.nlm.nih.gov/pubmed/16689669
http://www.ncbi.nlm.nih.gov/pubmed/16689669
http://www.ncbi.nlm.nih.gov/pubmed/16689669
http://www.ncbi.nlm.nih.gov/pubmed/16689669
http://www.ncbi.nlm.nih.gov/pubmed/15109998
http://www.ncbi.nlm.nih.gov/pubmed/15109998
http://www.ncbi.nlm.nih.gov/pubmed/15109998
http://www.ncbi.nlm.nih.gov/pubmed/15140712
http://www.ncbi.nlm.nih.gov/pubmed/15140712
http://www.ncbi.nlm.nih.gov/pubmed/15140712
http://www.ncbi.nlm.nih.gov/pubmed/17762748
http://www.ncbi.nlm.nih.gov/pubmed/17762748
http://www.ncbi.nlm.nih.gov/pubmed/17762748
http://www.ncbi.nlm.nih.gov/pubmed/12422317
http://www.ncbi.nlm.nih.gov/pubmed/12422317
http://www.ncbi.nlm.nih.gov/pubmed/12422317
http://www.ncbi.nlm.nih.gov/pubmed/10541231
http://www.ncbi.nlm.nih.gov/pubmed/10541231
http://www.ncbi.nlm.nih.gov/pubmed/10541231
http://www.ncbi.nlm.nih.gov/pubmed/10541231
http://www.ncbi.nlm.nih.gov/pubmed/2115976
http://www.ncbi.nlm.nih.gov/pubmed/2115976
http://www.ncbi.nlm.nih.gov/pubmed/2115976
http://www.ncbi.nlm.nih.gov/pubmed/16029958
http://www.ncbi.nlm.nih.gov/pubmed/16029958
http://www.ncbi.nlm.nih.gov/pubmed/6194958
http://www.ncbi.nlm.nih.gov/pubmed/6194958
http://www.ncbi.nlm.nih.gov/pubmed/6194958
http://www.ncbi.nlm.nih.gov/pubmed/8710130
http://www.ncbi.nlm.nih.gov/pubmed/8710130
http://www.ncbi.nlm.nih.gov/pubmed/8710130
http://www.ncbi.nlm.nih.gov/pubmed/11207333
http://www.ncbi.nlm.nih.gov/pubmed/11207333
http://www.ncbi.nlm.nih.gov/pubmed/11207333
http://www.ncbi.nlm.nih.gov/pubmed/2473888
http://www.ncbi.nlm.nih.gov/pubmed/2473888
http://www.ncbi.nlm.nih.gov/pubmed/2473888
http://www.ncbi.nlm.nih.gov/pubmed/10333991
http://www.ncbi.nlm.nih.gov/pubmed/10333991
http://www.ncbi.nlm.nih.gov/pubmed/10333991
http://www.ncbi.nlm.nih.gov/pubmed/14591452
http://www.ncbi.nlm.nih.gov/pubmed/14591452
http://www.ncbi.nlm.nih.gov/pubmed/14591452
http://www.ncbi.nlm.nih.gov/pubmed/20064767
http://www.ncbi.nlm.nih.gov/pubmed/20064767
http://www.ncbi.nlm.nih.gov/pubmed/20064767
http://www.ncbi.nlm.nih.gov/pubmed/7608703
http://www.ncbi.nlm.nih.gov/pubmed/7608703
http://www.ncbi.nlm.nih.gov/pubmed/7608703
http://www.ncbi.nlm.nih.gov/pubmed/19705964
http://www.ncbi.nlm.nih.gov/pubmed/19705964
http://www.ncbi.nlm.nih.gov/pubmed/19705964
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/2767623
http://www.ncbi.nlm.nih.gov/pubmed/11275574
http://www.ncbi.nlm.nih.gov/pubmed/11275574
http://www.ncbi.nlm.nih.gov/pubmed/16362181
http://www.ncbi.nlm.nih.gov/pubmed/16362181
http://www.ncbi.nlm.nih.gov/pubmed/21138392
http://www.ncbi.nlm.nih.gov/pubmed/21138392
http://www.ncbi.nlm.nih.gov/pubmed/21138392
http://www.ncbi.nlm.nih.gov/pubmed/21138392
http://www.ncbi.nlm.nih.gov/pubmed/21138392
http://www.ncbi.nlm.nih.gov/pubmed/3960059
http://www.ncbi.nlm.nih.gov/pubmed/3960059
http://www.ncbi.nlm.nih.gov/pubmed/11356436
http://www.ncbi.nlm.nih.gov/pubmed/11356436
http://www.ncbi.nlm.nih.gov/pubmed/11356436
http://www.ncbi.nlm.nih.gov/pubmed/11148667
http://www.ncbi.nlm.nih.gov/pubmed/11148667
http://www.ncbi.nlm.nih.gov/pubmed/19072588
http://www.ncbi.nlm.nih.gov/pubmed/19072588
http://www.ncbi.nlm.nih.gov/pubmed/19072588
http://www.ncbi.nlm.nih.gov/pubmed/18272556
http://www.ncbi.nlm.nih.gov/pubmed/18272556
http://www.ncbi.nlm.nih.gov/pubmed/18272556
http://www.ncbi.nlm.nih.gov/pubmed/18272556
http://www.ncbi.nlm.nih.gov/pubmed/18952679
http://www.ncbi.nlm.nih.gov/pubmed/18952679
http://www.ncbi.nlm.nih.gov/pubmed/18952679
http://www.ncbi.nlm.nih.gov/pubmed/17446039
http://www.ncbi.nlm.nih.gov/pubmed/17446039
http://www.ncbi.nlm.nih.gov/pubmed/17446039
http://www.ncbi.nlm.nih.gov/pubmed/16146442
http://www.ncbi.nlm.nih.gov/pubmed/16146442
http://www.ncbi.nlm.nih.gov/pubmed/16084738
http://www.ncbi.nlm.nih.gov/pubmed/16084738
http://www.ncbi.nlm.nih.gov/pubmed/16084738
http://www.ncbi.nlm.nih.gov/pubmed/19507154
http://www.ncbi.nlm.nih.gov/pubmed/19507154
http://www.ncbi.nlm.nih.gov/pubmed/19507154
http://www.ncbi.nlm.nih.gov/pubmed/19507154
http://www.ncbi.nlm.nih.gov/pubmed/9576245
http://www.ncbi.nlm.nih.gov/pubmed/9576245
http://www.ncbi.nlm.nih.gov/pubmed/9576245
http://www.ncbi.nlm.nih.gov/pubmed/11158900
http://www.ncbi.nlm.nih.gov/pubmed/11158900
http://www.ncbi.nlm.nih.gov/pubmed/11158900
http://www.ncbi.nlm.nih.gov/pubmed/11158900
http://www.ncbi.nlm.nih.gov/pubmed/15096403
http://www.ncbi.nlm.nih.gov/pubmed/15096403
http://www.ncbi.nlm.nih.gov/pubmed/15096403
http://www.ncbi.nlm.nih.gov/pubmed/17367057
http://www.ncbi.nlm.nih.gov/pubmed/17367057
http://www.ncbi.nlm.nih.gov/pubmed/17367057
http://www.ncbi.nlm.nih.gov/pubmed/11449991
http://www.ncbi.nlm.nih.gov/pubmed/11449991
http://www.ncbi.nlm.nih.gov/pubmed/11449991
http://www.ncbi.nlm.nih.gov/pubmed/7710977
http://www.ncbi.nlm.nih.gov/pubmed/7710977
http://www.ncbi.nlm.nih.gov/pubmed/7710977


Page 7 of 7

Citation: Bryan Young G (2013) Traumatic Brain Injury. J Neurol Neurophysiol 4: 174. doi:10.4172/2155-9562.1000174

Volume 4 • Issue 5 • 1000174
J Neurol Neurophysiol
ISSN: 2155-9562 JNN, an open access journal  Traumatic Brain Injury: Diagnosis & Treatment 

58. Cruse D, Chennu S, Chatelle C, Bekinschtein TA, Fernandez-Espejo D, et al.
(2011) Bedside detection of awareness in the vegetative state: a cohort study.
Lancet 378: 2088-2094. 

59. Carter BG, Butt W (2005) Are somatosensory evoked potentials the best
predictor of outcome after severe brain injury? A systematic review. Intensive
Care Med 31: 765-775.

60. Houlden DA, Li C, Schwartz ML, Katic M (1990) Median nerve somatosensory
evoked potentials and the Glasgow Coma Scale as predictors of outcome in
comatose patients with head injuries. Neurosurgery 27: 701-707.

61. Wijnen VJ, van Boxtel GJ, Eilander HJ, de Gelder B (2007) Mismatch negativity 
predicts recovery from the vegetative state. Clin Neurophysiol 118: 597-605.

62. Fischer C, Luauté J, Adeleine P, Morlet D (2004) Predictive value of sensory
and cognitive evoked potentials for awakening from coma. Neurology 63: 669-
673.

63. Reuter BM, Linke DB (1989) P300 and coma. In: Maurer K (ed.) Topographic
brain mapping of EEG and evoked potentials, Springer Verlag, Berlin, Germany. 

64. Connolly JF, D'Arcy RC, Lynn Newman R, Kemps R (2000) The application
of cognitive event-related brain potentials (ERPs) in language-impaired
individuals: review and case studies. Int J Psychophysiol 38: 55-70.

65. Connolly JF, D'Arcy RC (2000) Innovations in neuropsychological assessment
using event-related brain potentials. Int J Psychophysiol 37: 31-47.

66. Daoud H, Alharfi I, Alhelali I, Charyk Stewart T, Qasem H, et al. (2013) Brain 
Injury Biomarkers as Outcome Predictors in Pediatric Severe Traumatic Brain
Injury. Neurocrit Care .

67. Mercier E, Boutin A, Lauzier F, Fergusson DA, Simard JF, et al. (2013)
Predictive value of S-100β protein for prognosis in patients with moderate and 
severe traumatic brain injury: systematic review and meta-analysis. BMJ 346:
f1757.

68. Chabok SY, Moghadam AD, Saneei Z, Amlashi FG, Leili EK, et al. (2012)
Neuron-specific enolase and S100BB as outcome predictors in severe diffuse 
axonal injury. J Trauma Acute Care Surg 72: 1654-1657.

69. Gullo Jda S, Bertotti MM, Silva CC, Schwarzbold M, Diaz AP, et al. (2011)
Hospital mortality of patients with severe traumatic brain injury is associated
with serum PTX3 levels. Neurocrit Care 14: 194-199.

70. Mondello S, Buki A, Italiano D, Jeromin A (2013) α-Synuclein in CSF of patients 
with severe traumatic brain injury. Neurology 80: 1662-1668.

71. Schneider Soares FM, Menezes de Souza N, Libório Schwarzbold M, Paim
Diaz A, Costa Nunes J, et al. (2012) Interleukin-10 is an independent biomarker 
of severe traumatic brain injury prognosis. Neuroimmunomodulation 19: 377-
385.

72. Kalanuria AA, Geocadin RG (2013) Early prognostication in acute brain
damage: where is the evidence? Curr Opin Crit Care 19: 113-122.

73. Ingebrigtsen T, Romner B, Kock-Jensen C (2000) Scandinavian guidelines
for initial management of minimal, mild, and moderate head injuries. The
Scandinavian Neurotrauma Committee. J Trauma 48: 760-766.

74. Padayachy LC, Figaji AA, Bullock MR (2010) Intracranial pressure monitoring
for traumatic brain injury in the modern era. Childs Nerv Syst 26: 441-452.

75. Rutigliano D, Egnor MR, Priebe CJ, McCormack JE, Strong N, et al. (2006)
Decompressive craniectomy in pediatric patients with traumatic brain injury
with intractable elevated intracranial pressure. J Pediatr Surg 41: 83-87.

76. Rangel-Castilla L, Gasco J, Nauta HJ, Okonkwo DO, Robertson CS (2008)
Cerebral pressure autoregulation in traumatic brain injury. Neurosurg Focus
25: E7.

77. Steiner LA, Czosnyka M, Piechnik SK, Smielewski P, Chatfield D, et al. 
(2002) Continuous monitoring of cerebrovascular pressure reactivity allows
determination of optimal cerebral perfusion pressure in patients with traumatic
brain injury. Crit Care Med 30: 733-738. 

78. van Rossem K, Garcia-Martinez S, De Mulder G, Van Deuren B, Engelborghs
K, et al. (1999) Brain oxygenation after experimental closed head injury. A
NIRS study. Adv Exp Med Biol 471: 209-215.

This	article	was	originally	published	in	a	special	issue,	Traumatic Brain 
Injury: Diagnosis & Treatment handled	by	Editor(s).	Dr.	Douglas	Mckay	
Wallace,	University	of	Miami,	USA

http://www.ncbi.nlm.nih.gov/pubmed/22078855
http://www.ncbi.nlm.nih.gov/pubmed/22078855
http://www.ncbi.nlm.nih.gov/pubmed/22078855
http://www.ncbi.nlm.nih.gov/pubmed/15846481
http://www.ncbi.nlm.nih.gov/pubmed/15846481
http://www.ncbi.nlm.nih.gov/pubmed/15846481
http://www.ncbi.nlm.nih.gov/pubmed/2259399
http://www.ncbi.nlm.nih.gov/pubmed/2259399
http://www.ncbi.nlm.nih.gov/pubmed/2259399
http://www.ncbi.nlm.nih.gov/pubmed/17239656
http://www.ncbi.nlm.nih.gov/pubmed/17239656
http://www.ncbi.nlm.nih.gov/pubmed/15326240
http://www.ncbi.nlm.nih.gov/pubmed/15326240
http://www.ncbi.nlm.nih.gov/pubmed/15326240
http://www.ncbi.nlm.nih.gov/pubmed/11027794
http://www.ncbi.nlm.nih.gov/pubmed/11027794
http://www.ncbi.nlm.nih.gov/pubmed/11027794
http://www.ncbi.nlm.nih.gov/pubmed/10828373
http://www.ncbi.nlm.nih.gov/pubmed/10828373
http://www.ncbi.nlm.nih.gov/pubmed/23943317
http://www.ncbi.nlm.nih.gov/pubmed/23943317
http://www.ncbi.nlm.nih.gov/pubmed/23943317
http://www.ncbi.nlm.nih.gov/pubmed/23558282
http://www.ncbi.nlm.nih.gov/pubmed/23558282
http://www.ncbi.nlm.nih.gov/pubmed/23558282
http://www.ncbi.nlm.nih.gov/pubmed/23558282
http://www.ncbi.nlm.nih.gov/pubmed/22695436
http://www.ncbi.nlm.nih.gov/pubmed/22695436
http://www.ncbi.nlm.nih.gov/pubmed/22695436
http://www.ncbi.nlm.nih.gov/pubmed/20972645
http://www.ncbi.nlm.nih.gov/pubmed/20972645
http://www.ncbi.nlm.nih.gov/pubmed/20972645
http://www.ncbi.nlm.nih.gov/pubmed/23553480
http://www.ncbi.nlm.nih.gov/pubmed/23553480
http://www.ncbi.nlm.nih.gov/pubmed/23075771
http://www.ncbi.nlm.nih.gov/pubmed/23075771
http://www.ncbi.nlm.nih.gov/pubmed/23075771
http://www.ncbi.nlm.nih.gov/pubmed/23075771
http://www.ncbi.nlm.nih.gov/pubmed/23422160
http://www.ncbi.nlm.nih.gov/pubmed/23422160
http://www.ncbi.nlm.nih.gov/pubmed/10780615
http://www.ncbi.nlm.nih.gov/pubmed/10780615
http://www.ncbi.nlm.nih.gov/pubmed/10780615
http://www.ncbi.nlm.nih.gov/pubmed/19937249
http://www.ncbi.nlm.nih.gov/pubmed/19937249
http://www.ncbi.nlm.nih.gov/pubmed/16410113
http://www.ncbi.nlm.nih.gov/pubmed/16410113
http://www.ncbi.nlm.nih.gov/pubmed/16410113
http://www.ncbi.nlm.nih.gov/pubmed/18828705
http://www.ncbi.nlm.nih.gov/pubmed/18828705
http://www.ncbi.nlm.nih.gov/pubmed/18828705
http://www.ncbi.nlm.nih.gov/pubmed/11940737
http://www.ncbi.nlm.nih.gov/pubmed/11940737
http://www.ncbi.nlm.nih.gov/pubmed/11940737
http://www.ncbi.nlm.nih.gov/pubmed/11940737
http://www.ncbi.nlm.nih.gov/pubmed/10659149
http://www.ncbi.nlm.nih.gov/pubmed/10659149
http://www.ncbi.nlm.nih.gov/pubmed/10659149

	Title
	Corresponding author
	Abstract
	Keywords
	Definition and Classification 
	Epidemiology and Etiologies 
	Concussions and Minor Head Injury 
	Features that are common in mild TBI, including concussion include

	Multiple Mild TBIs 
	Second Impact Syndrome 
	Traumatic Encephalopathy 
	Severe Traumatic Brain Injury 
	Diffuse Axonal Injury 
	Focal Lesions 
	Clinical Features 
	Imaging 
	Electrophysiological Assessment 
	EEG 
	Quantitative EEG (QEEG) 
	EEG and cognitive assessment 
	Evoked potentials 
	Event-related potentials 
	Mismatch negativity (MMN) 
	P300 response (P3) 
	N400 response 

	Biomarkers 
	Management 
	Figure 1
	References



