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The role of cell-free DNA measured by a
fluorescent test in the management of
isolated traumatic head injuries
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Abstract

Background: Traumatic brain injury (TBI) is a major cause of death and disability. In this study a new method to
measure cell free DNA (CFD) for the management of TBI is tested. Our hypothesis was that CFD concentrations
correlate to the magnitude of brain damage, and may predict the outcome of injured patients.

Methods: Twenty eight patients with isolated head injury were enrolled. Their demographic and clinical data were
recorded. CFD levels were determined in patients' sera samples by a direct fluorescence method developed in our
laboratory.

Results: Mean admission CFD values were lower in patients with mild TBI compared to severe injury (760 ± 340 ng/ml
vs. 1600 ± 2100 ng/ml, p = 0.03), and in patients with complete recovery upon discharge compared to patients
with disabilities (680 ± 260 ng/ml vs. 2000 ± 2300 ng/ml, p = 0.003). Patients with high CFD values had a relative
risk to require surgery of 1.5 (95% CI 0.83 to 2.9) a relative risk to have impaired outcome on discharge of 2.8
(95% CI 0.75 – 10), and a longer length of stay (12 ± 13 days vs. 3.4 ± 4.8 days, p = 0.02). CFD values did not correlate
with CT scan based grading.

Conclusions: CFD levels may be used as a marker to assess the severity of TBI and to predict the prognosis. Its use
should be considered as an additional tool along with currently used methods or as a surrogate for them in limited
resources environment.

Keywords: Cell free DNA, Circulating DNA, Brain injury, Head trauma
Background
Traumatic brain injury (TBI) remains a major cause of
death and disability. TBI is presented as a heterogeneous
array of pathologies and severities [1]. This creates a sig-
nificant challenge to the health providers, who take care
of head injured patients, when attempting to identify
and classify the patients that may benefit from a certain
management. Currently, the basic classification of TBI
patients is based on neurological injury severity criteria
with the Glasgow Coma Scale (GCS) being the most
commonly used scale for prognostic and follow-up eval-
uations, and to enroll patients into clinical trials [2-5]. In
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recent years, the traditional link between GCS and out-
come has been questioned, and published data suggest
that the predictive value of GCS should be reconsidered
[6]. The Marshall [7] and the Rotterdam [8] scores for
CT findings are the best known classification systems
based on pathoanatomic features of the injury. Despite
becoming widely used and serving as pragmatic tools,
the CT-based classifications are not free of limitations
[9]. To overcome the inherited drawbacks of the afore-
mentioned clinical and pathoanatomic methods the role
of biomarkers has been studied with S100, neuron-
specific enolase, and Hsp 70 being among the most
widely investigated [10-12]. However, failure to demon-
strate adequate sensitivity and specificity prevented their
routine clinical use as diagnostic or prognostic tools.
Accumulative data favored the potential use of circu-
lating cell-free DNA (CFD) in the plasma or serum for
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diagnosis, prognosis, and monitoring of a variety of condi-
tions such as infection, inflammation, trauma, in critically
ill patients with respiratory insufficiency or pulmonary
embolism, in patients with autoimmune diseases, sepsis
and cancer [13-19]. Pioneering studies explored the poten-
tial role of CFD as a surrogate biomarker in the manage-
ment of TBI. Campello et al. demonstrated that severe
TBI is associated with elevated CFD and that persistent in-
creased concentrations of CFD correlate with mortality
[20]. Macher et al. also showed that severe TBI is associ-
ated with augmented CFD levels, and suggested that early
(within 24 hours) CFD concentrations decrease predicts a
better outcome [21]. Despite these initial promising results
on the value of CFD measurement in TBI patients this
scheme has not yet entered into clinical use. A major obs-
tacle is the applicability of the methods used to measure
CFD. The currently available research methods for CFD
measurement are work-intensive and expensive, requiring
DNA extraction and real-time polymerase chain reaction
amplification with specific primers. We recently developed
a convenient DNA assay applied directly to biologic
samples. This assay uses the fluorochrome SYBR Gold
(Invitrogen, Paisley, Scotland), which does not require
prior processing of samples. The assay is simply per-
formed by adding diluted fluorochrome to the samples
and measurement of fluorescence. The assay was proved
to be accurate, sensitive, reproducible, cheap and rapid
[22]. In a previous study, researchers from our institution
found that CFD levels correlated with brain damage and
with the neurological outcome after TBI in a rat model
[23]. The aim of the present study was to evaluate this
method for the identification of CFD in TBI patients, and
whether it may serve as an additional diagnostic and
prognostic tool capable to assist in the management of
head injured patients. We hypothesized that CFD con-
centrations would associate with severity of injury, and
that low or high levels could differentiate between good
or bad outcome, respectively.

Methods
Setup
This is an observational prospective study that took place
at the Soroka University Medical Center which is a tertiary
care referral center and a level I trauma center in southern
Israel. Patients sustaining brain injury are managed accord-
ing to the Brain Trauma Foundation Guidelines [24].

Study ethics
The research protocol was approved by the local Institu-
tional Review Board of the hospital.

Study population
Six hundred forty one patients sustaining head trauma
were admitted to our hospital during the 1 year study
period. Of this population 34 patients sustained blunt
isolated head injury. Following the exclusion criteria, 28
patients were finally enrolled into the study.

Exclusion criteria
Patients who demonstrated any other extra cranial injury
with an Abbreviated Injury Score (AIS) over 1 were ex-
cluded from the study. Other exclusion criteria included
age less than 18 years, pregnancy, malignancy, previous
brain pathology, and admission later than 4 hours after
the injury.

Data collected
Patients' demographic, injury, clinical (including neuro-
logical and neuroimaging data), and treatment characteris-
tics were collected. Specifically, we recorded the patients'
age, gender, previous medical history, type (blunt or pene-
trating) and mechanism of injury, time from injury to blood
sample withdraw, hypotension (admission systolic blood
pressure <90 mmHg), list of injuries and Injury Severity
Score (ISS), calculated probability of survival [the revised
probability of survival (RPS) is a calculated percentage
that is a prediction of the patient’s chance of surviving
the trauma based on the age of the patient, the ISS, and the
revised trauma score (RTS); it is automatically derived from
our trauma registry software—Israeli Trauma Registry, ITR,
version 2.2.2.14], admission GCS, a researcher blinded to
the CFD results rated the admission brain CT scans ac-
cording to the Marshall grading scale and to the Abbre-
viated Injury Scale (AIS), neurosurgical interventions
(including intracranial pressure monitoring device place-
ment, craniotomy for hematoma evacuation and decom-
pressive craniectomy), length of stay in the intensive care
unit and total hospitalization time, time on ventilator, use
of vasopressors and inotropic medications, secondary com-
plications: acute lung injury, systemic inflammatory re-
sponse syndrome (SIRS) and sepsis, outcome measures
included survival, discharge destination, and Glasgow Out-
come Score (GOS) at hospital discharge. The Glasgow
Outcome Score provides an objective assessment of the re-
covery of brain damaged patients in five categories ranging
from minor neurological deficit to death [25]. Patient blood
samples were obtained upon admission to the emergency
department during the initial evaluation of the patients,
and prior to any neurosurgical intervention took place.
CFD levels were quantified by the fluorochrome SYBR®
Gold assay which can be applied directly on biological
fluids and was previously described to be in good correl-
ation with the gold standard assay QPCR [22]. The treating
teams were blinded to the results of the CFD assays.

Statistical analysis
The mean CFD concentration of the TBI patients was
compared to that of 30 healthy volunteers whose gender
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Figure 1 CFD concentrations were determined in the sera of
TBI patients and compared to CFD concentrations of healthy
subjects. The mean level of the TBI group was significantly higher
than that of the control group (p = 0.0001).
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distribution and mean age were not different from the
study cohort. Statistical analysis was performed with
GraphPad Prism software (version 5.01; San Diego, CA).
Statistically significant differences between 2 groups
were tested by using the t test or the nonparametric
Mann–Whitney test. Results are presented as mean ± SD.
Categorical variables were analyzed by the Fisher's exact
test. Significance was considered with p ≤ 0.05.

Results
Participant characteristics
A total of 28 patients were enrolled in the study. There
were 23 (82%) males and 5 (18%) females. The median
age of patients was 49 (range 18–91). All patients sustained
blunt trauma. Table 1 shows patients demographic and
clinical characteristics.
The CFD concentrations of the patients were signifi-

cantly higher than those found in the control group as
demonstrated in Figure 1 (1200 ± 1600 ng/ml vs. 340 ±
230 ng/ml, p = 0.0001).
Table 1 Patients` demographics and clinical
characteristics

Age, year

Median (range) 49 (18-91)

Gender, n

Male/female, n 23/5

Initial +GCS, n

≥14/≤13 14/14

Head *AIS, n

0-2/3-5 10/18

Types of cranial injury, n

○ Epidural hematoma and/or Subdural hematoma 13

○ Subarachnoid hemorrhage 10

○ Intracerebral hemorrhage 5

○ Diffuse axonal injury 2

Craniotomies, n 8
¤LOS in ∞ICU, day

Median (range) 1 (0-45)

In-hospital LOS, day

Median (range) 4 (1-45)
^GOS at discharge from hospital, n (%)

Dead 3 (11)

Vegetative state 0 (0)

Severely disabled 2 (7)

Moderately disabled 6 (21)

Good recovery 17 (61)

The table shows demographic and clinical characteristics of the patients
enrolled in the study (+GCS = Glasgow coma score; *AIS = Abbreviated injury
score; ¤LOS = Length of stay; ∞ICU = Intensive care unit; ^GOS = Glasgow
coma score).
Mortality
There were 3 patients (11%) who died in this series.
These patients had severe head injury with low GCS
(3,7,3), low RPS (27.5%, 44.7%, 20%), and extremely high
CFD values (1925 ng/ml, 2203 ng/ml, 8787 ng/ml). The
mean CFD concentration of the dead patients was sig-
nificantly higher than that of the survivors (4305 ±
3884 ng/ml vs. 829 ± 404.9 ng/ml, p = 0.006).

Clinical-anatomical grading
Comparison of the 14 patients with GCS of 14 or 15 with
the 14 patients with GCS 13 – 3 demonstrated that the
mean CFD concentration in the mild TBI group was
significantly lower than in the group of severe TBI; 760 ±
340 ng/ml vs. 1600 ± 2100 ng/ml, respectively (p = 0.03).
We applied two CT scan based pathoanatomic classifi-

cation schemes. We found no significant difference be-
tween the mean CFD concentrations of patients with
Marshall 1 compared to Marshall ≥ 2, 1200 ± 750 ng/ml
vs. 2200 ± 1000 ng/ml, p = 0.53. There was also no dif-
ference of mean CFD levels between the AIS group of
0 – 2 and AIS ≥ 3, 400 ± 1900 ng/ml vs. 750 ± 2500 ng/ml,
p = 0.40.

Outcomes
The GOS was used as the main outcome measure. The
mean CFD concentrations were significantly higher in
the group of GOS ≤ 4, 2000 ± 2300 ng/ml vs. 680 ±
260 ng/ml in the group of GOS 5, p = 0.003 (Figure 2).
To determine the upper CFD cutoff levels, we per-

formed a receiver operating characteristic curve (ROC,
Figure 3) analysis and found an area under the curve of
0.872 (95% CI0.784- 0.961). The maximal likelihood
ratio (2.21) for sensitivities of 90% was 700 ng/ml, and
this value was chosen as the upper CFD cutoff. Using
the cut-off level of CFD 700 ng/ml the relative risk to
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Figure 2 The main outcome parameter was GOS. The mean CFD
concentration in the full recovery group (GOS 5) was significantly
lower than that of the less favorable outcome group (GOS 1–4),
p = 0.003.
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have a GOS < 5 on discharge from hospital was 2.8 (95%
CI 0.75 - 10) when the CFD concentrations were high.
Using the same cut-off point, a relative risk of 1.5

(95% CI 0.83 - 2.9) for surgical procedure was found
with high CFD concentrations.
The in-hospital length of stay was significantly longer

for patients with CFD > 700 ng/ml, 12 ± 13 days vs. 3.4 ±
4.8 days when CFD < 700 ng/ml, p = 0.02.
The power of CFD was analyzed to predict good re-

covery (GOS = 5) or an outcome with significant degree
of disability (GOS < 5). The sensitivity and specificity
were found to be 82% (9/11) and 59% (10/17), respect-
ively, when the cut-off value of CFD was 700 ng/ml. In
comparison, the sensitivity and specificity in this study
for GCS above or below 14 as a measure to have an out-
come of GOS 5 or GOS < 5 was 73% (8/11) and 65%
(11/17), respectively. The negative and positive predictive
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Figure 3 Receiver operating characteristic curve analysis of
CFD concentrations of TBI patient group compared with
control group. Calculated area under the curve = 0.872
(95% CI 0.784- 0.961).
values of CFD values alone were 83% (10/12) and 56%
(9/16), respectively. In comparison, these proportions for
GCS were 79% (11/14) and 57% (8/14), respectively.
However, when we did the analysis by using CFD <
700 ng/ml and GCS ≥ 14 compared with CFD > 700 ng/ml
and GCS ≤ 13 it was found that the sensitivity of the
combined positive parameters when having GOS < 5
was 100% (6/6), and the negative predictive value of the
combined negative parameters to predict GOS 5 was
100% (8/8). A specificity of 67% (8/12) of the combined
parameters was higher than each of them alone, and so
also for a positive predictive value of 60% (6/10). Inter-
estingly, in the subgroup of patients with combined
negative parameters and GOS 5 upon discharge none
of the patients required surgical intervention to evacu-
ate a cranial hematoma.

Discussion
The main results of this study show that CFD levels are
elevated in TBI patients with GCS ≤ 13, and in patients
with worse outcome as reflected by mortality, poor
GOS, prolonged length of stay in the hospital, and with
increased risk to require a surgical intervention.
All patients included in this study suffered isolated

TBI. This is in contrast with previous studies that inves-
tigated the significance of CFD in the management of
TBI in which most of the enrolled patients suffered asso-
ciated extra cranial injuries [20,21]. Plasma DNA con-
centrations increase early after injury and are higher in
patients with severe injuries and in those who develop
organ failure. Increased plasma DNA persists for days
after injuries, especially in patients with multiple organ
dysfunction syndrome [14,26]. Therefore, we excluded in
the present study any significant extra cranial injuries in
order to enable a better understanding of the impact of
brain injury on CFD. We assume that CFD levels mea-
sured early after isolated TBI reflect only the brain tissue
damage.
In our series 3 (11%) patients died. All the three pa-

tients that succumbed demonstrated remarkably high
CFD values. This finding is in agreement with other re-
ports that suggested that high persistent CFD levels may
predict fatal outcome [14,20,21,27]. The relatively small
number of dead led us to use the GOS which includes
mortality as our main outcome measure. GOS actually
reflects the combined severity of injury and the quality
of care given to the patients. Since all the patients in this
study were treated in a single center using standard pro-
tocols the GOS can be used as a reliable end point
measure. The mean CFD values of patients with GOS 5
(good recovery) were significantly lower compared with
the other grades of GOS, and high values (in this study
700 ng/ml was determined as the cut-off point) repre-
sented a 2.8 relative risk for incomplete recovery.
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To date, most clinicians base their prognostication and
initial decision making process on the neurologic injury
severity criteria defined by the GCS and on the CT scan
appearance of the brain injury. In this study we showed
that the mean value of admission CFD concentrations in
mild head injury (GCS >13) was significantly lower than
that of moderate and severe TBI. Albeit its time-
acknowledged role in the management of head injured
patients there are many reported limitations with the
use of this scale [28-31]. Our findings show that combin-
ing the CFD concentrations to the GCS results in a dra-
matic improvement of the prognostication. The negative
predictive value of low CFD values plus GCS scores > 13
for good outcome (GOS 5) was 100%, and the sensitivity
of positive combined results was 100%. These findings
may be of utmost importance in the decision making
process of emergency medicine providers working in
austere environments lacking modern imaging modal-
ities; This highly sensitive combination of tests can pre-
dict accurately a good outcome of patients probably
without a need for surgical intervention. Our "mix and
measure" technique requires equipment that can be op-
erated by any hospital that has a chemistry laboratory.
The cost per one test is less than $1. In the future it is
possible to manufacture a small point-of-care measuring
device.
It has been more than 3 decades since the CT scan has

been introduced as the mainstay evaluation tool of neu-
rotrauma patients [32]. Despite the usefulness of CT
brain scan in clinical practice there is still uncertainty re-
garding the ability of CT based classification methods to
predict outcome [33]. In the present study we used AIS
and Marshall Classification to classify the findings in CT
scans. There was no significant difference between CFD
values of mild and severe grades of injury as determined
by these schemes. Our explanation to this discrepancy is
that CFD levels may better reflect the secondary damage
to brain tissue than the CT scan. Primary injury refers to
the immediate parenchymal damage occurring at the
time of injury, while secondary damage refers to poten-
tially avoidable damage that occurs at some time point
after the primary insult. The second injury is caused by
accompanying conditions to the trauma such as hypoxia,
shock, hypercarbia, hyponatremia, seizures, high tem-
perature, and brain edema of tissue surrounding the
primary lesion. This conditions lead to physiologic de-
rangements of brain parenchyma and to inevitable pro-
gressive cell damage. Another possible explanation is
that even today the CT fails to accurately evaluate the
magnitude of damage inflicted to the brain by diffuse
axonal injury without mass lesion; however, massive cell
death in this situation would result in high levels of
CFD. On the other hand, a word of caution about how
CFD (as well as other biomarkers) reflects the grade of
injury severity should be made. Biomarkers may not be
able to differentiate between a mild injury to a large vol-
ume of brain tissue from a severe injury involving a
small area, or between two similar pathologies that are
located in different parts of the brain in a way that may
greatly affect the outcome. This concern was raised by
an expert panel assembled by the National Institute of
Neurological Disorders and Stroke in 2007 [34].
Limitations of the study include: A relatively small co-

hort of patients; the inability to compare our results to
other studies since we use a different method to measure
CFD concentrations; we did not look into the possible
effect of prehospital interventions on CFD levels; the ap-
plicability to clinical situations in which patients sustain
multiple injuries.
Conclusions
The results of this study add to previous reports
about the promising role of biomarkers and particu-
larly CFD in the evaluation of TBI patients. CFD can
increase the accuracy of existing tools such as GCS
and imaging technology to differentiate mild TBI
from more severe injuries. The technique we developed
in our laboratory to determine CFD concentrations is
simple, rapid, and non-expensive. Thus, it seems to
be potentially appealing to apply in austere conditions
where rapid transfer of patients to higher levels of
care is considered.

Competing interests
This work was supported by the “Dr. Montague Robin Fleisher Kidney
Transplant Unit Fund”. The fund was not involved in any way in the study.
Amos Douvdevani submitted a US Patent Application No. 13/659,439 “Assay
for Detecting Circulating Free Nucleic Acids”. All other authors deny any
other financial or personal relationships that might be considered as conflict
of interest.

Authors’ contributions
GS participated in the design of the study and in writing the manuscript.
AD developed the laboratory method used in this study, supplied technical
assistance, and took part in writing the manuscript. SY was involved in the
enrollment of patients, the follow-up, coordination, and data collection. AZ
drafted the manuscript and participated in the analysis. DC was involved in
the design of the study, made the statistical analysis, and assisted in writing
the manuscript. All authors read and approved the final version of the
manuscript.

Acknowledgments
We would like to thank Mrs. Valeria Fishman for her technical assistance, and
Ms. Tal Shaked for her critical review.

Author details
1Department of General Surgery, Trauma Unit, Soroka University Medical Center,
68 Wingate St., Beer Sheva 84101, Israel. 2Department of Clinical Biochemistry,
Soroka University Medical Center, Beer Sheva, Israel. 3Department of
Anesthesiology, Soroka University Medical Center, Beer Sheva, Israel. 4Soroka
University Medical Center and Ben-Gurion University, Beer Sheva, Israel.

Received: 23 October 2013 Accepted: 14 March 2014
Published: 19 March 2014



Shaked et al. Scandinavian Journal of Trauma, Resuscitation and Emergency Medicine 2014, 22:21 Page 6 of 6
http://www.sjtrem.com/content/22/1/21
References
1. Decuypere M, Klimo P Jr: Spectrum of traumatic brain injury from mild to

severe. Surg Clin North Am 2012, 92(4):939–957. ix.
2. Narayan RK, Michel ME, Ansell B, Baethmann A, Biegon A, Bracken MB,

Bullock MR, Choi SC, Clifton GL, Contant CF, Coplin WM, Dietrich WD, Ghajar J,
Grady SM, Grossman RG, Hall ED, Heetderks W, Hovda DA, Jallo J, Katz RL,
Knoller N, Kochanek PM, Maas AI, Majde J, Marion DW, Marmarou A, Marshall LF,
McIntosh TK, Miller E, Mohberg N, et al: Clinical trials in head injury. J
Neurotrauma 2002, 19(5):503–557.

3. Frowein RA: Classification of coma. Acta Neurochir (Wien) 1976,
34(1–4):5–10.

4. Gerstenbrand F, Lucking CH: Acute traumatic brainstem lesions. Arch
Psychiatr Nervenkr 1970, 213(3):264–281.

5. Wijdicks EF, Bamlet WR, Maramattom BV, Manno EM, McClelland RL:
Validation of a new coma scale: The FOUR score. Ann Neurol 2005,
58(4):585–593.

6. Balestreri M, Czosnyka M, Chatfield DA, Steiner LA, Schmidt EA, Smielewski P,
Matta B, Pickard JD: Predictive value of Glasgow Coma Scale after brain
trauma: change in trend over the past ten years. J Neurol Neurosurg Psychiatry
2004, 75(1):161–162.

7. Marshall LF, Marshall SB, Klauber MR, Van Berkum Clark M, Eisenberg H,
Jane JA, Luerssen TG, Marmarou A, Foulkes MA: The diagnosis of head
injury requires a classification based on computed axial tomography.
J Neurotrauma 1992, 9:S287.

8. Maas AI, Hukkelhoven CW, Marshall LF, Steyerberg EW: Prediction of
outcome in traumatic brain injury with computed tomographic
characteristics: a comparison between the computed tomographic
classification and combinations of computed tomographic predictors.
Neurosurgery 2005, 57(6):1173–1182. discussion 1173–82.

9. Chun KA, Manley GT, Stiver SI, Aiken AH, Phan N, Wang V, Meeker M,
Cheng SC, Gean AD, Wintermark M: Interobserver variability in the
assessment of CT imaging features of traumatic brain injury.
J Neurotrauma 2010, 27(2):325–330.

10. Herrmann M, Curio N, Jost S, Grubich C, Ebert AD, Fork ML, Synowitz H:
Release of biochemical markers of damage to neuronal and glial brain
tissue is associated with short and long term neuropsychological
outcome after traumatic brain injury. J Neurol Neurosurg Psychiatry 2001,
70(1):95–100.

11. Savola O, Pyhtinen J, Leino TK, Siitonen S, Niemela O, Hillbom M: Effects of
head and extracranial injuries on serum protein S100B levels in trauma
patients. J Trauma 2004, 56(6):1229–1234. discussion 1234.

12. Da Rocha AB, Zanoni C, De Freitas GR, Andre C, Himelfarb S, Schneider RF,
Grivicich I, Borges L, Schwartsmann G, Kaufmann M, Regner A: Serum
Hsp70 as an early predictor of fatal outcome after severe traumatic
brain injury in males. J Neurotrauma 2005, 22(9):966–977.

13. Rainer TH, Lam NY: Circulating nucleic acids and critical illness. Ann N Y
Acad Sci 2006, 1075:271–277.

14. Lo YM, Rainer TH, Chan LY, Hjelm NM, Cocks RA: Plasma DNA as a
prognostic marker in trauma patients. Clin Chem 2000, 46(3):319–323.

15. Swarup V, Rajeswari MR: Circulating (cell-free) nucleic acids–a promising,
non-invasive tool for early detection of several human diseases. FEBS Lett
2007, 581(5):795–799.

16. Rhodes A, Wort SJ, Thomas H, Collinson P, Bennett ED: Plasma DNA
concentration as a predictor of mortality and sepsis in critically ill
patients. Crit Care 2006, 10(2):R60.

17. Czeiger D, Shaked G, Eini H, Vered I, Belochitski O, Avriel A, Ariad S,
Douvdevani A: Measurement of circulating cell-free DNA levels by a new
simple fluorescent test in patients with primary colorectal cancer. Am J
Clin Pathol 2011, 135(2):264–270.

18. Saukkonen K, Lakkisto P, Pettila V, Varpula M, Karlsson S, Ruokonen E,
Pulkki K, Finnsepsis Study Group: Cell-free plasma DNA as a predictor
of outcome in severe sepsis and septic shock. Clin Chem 2008,
54(6):1000–1007.

19. Saukkonen K, Lakkisto P, Varpula M, Varpula T, Voipio-Pulkki LM, Pettila V,
Pulkki K: Association of cell-free plasma DNA with hospital mortality and
organ dysfunction in intensive care unit patients. Intensive Care Med 2007,
33(9):1624–1627.

20. Campello Yurgel V, Ikuta N, Brondani Da Rocha A, Lunge VR, Fett Schneider R,
Kazantzi Fonseca AS, Grivicich I, Zanoni C, Regner A: Role of plasma DNA as a
predictive marker of fatal outcome following severe head injury in males.
J Neurotrauma 2007, 24(7):1172–1181.
21. Macher H, Egea-Guerrero JJ, Revuelto-Rey J, Gordillo-Escobar E, Enamorado-
Enamorado J, Boza A, Rodriguez A, Molinero P, Guerrero JM, Dominguez-
Roldan JM, Murillo-Cabezas F, Rubio A: Role of early cell-free DNA levels
decrease as a predictive marker of fatal outcome after severe traumatic
brain injury. Clin Chim Acta 2012, 414C:12–17.

22. Goldshtein H, Hausmann MJ, Douvdevani A: A rapid direct fluorescent
assay for cell-free DNA quantification in biological fluids. Ann Clin
Biochem 2009, 46(Pt 6):488–494.

23. Ohayon S, Boyko M, Saad A, Douvdevani A, Gruenbaum BF, Melamed I,
Shapira Y, Teichberg VI, Zlotnik A: Cell-free DNA as a marker for prediction
of brain damage in traumatic brain injury in rats. J Neurotrauma 2012,
29(2):261–267.

24. Brain Trauma Foundation, American Association of Neurological Surgeons,
Congress of Neurological Surgeons, Joint Section on Neurotrauma and
Critical Care, AANS/CNS, Bratton SL, Chestnut RM, Ghajar J, McConnell
Hammond FF, Harris OA, Hartl R, Manley GT, Nemecek A, Newell DW,
Rosenthal G, Schouten J, Shutter L, Timmons SD, Ullman JS, Videtta W,
Wilberger JE, Wright DW: Guidelines for the management of severe
traumatic brain injury. I. Blood pressure and oxygenation. J Neurotrauma
2007, 24(Suppl 1):S7–S13.

25. Jennett B, Bond M: Assessment of outcome after severe brain damage.
Lancet 1975, 1(7905):480–484.

26. Lam NY, Rainer TH, Chan LY, Joynt GM, Lo YM: Time course of early and
late changes in plasma DNA in trauma patients. Clin Chem 2003,
49(8):1286–1291.

27. Lam NY, Rainer TH, Chiu RW, Joynt GM, Lo YM: Plasma mitochondrial DNA
concentrations after trauma. Clin Chem 2004, 50(1):213–216.

28. Marion DW, Carlier PM: Problems with initial Glasgow Coma Scale
assessment caused by prehospital treatment of patients with head
injuries: results of a national survey. J Trauma 1994, 36(1):89–95.

29. Kerby JD, MacLennan PA, Burton JN, McGwin G Jr, Rue LW 3rd: Agreement
between prehospital and emergency department glasgow coma scores.
J Trauma 2007, 63(5):1026–1031.

30. Sbordone RJ, Ruff RM: Re-examination of the Controversial Coexistence of
Traumatic Brain Injury and Posttraumatic Stress Disorder: Misdiagnosis
and Self-Report Measures. Psychol Inj Law 2010, 3(1):63–76.

31. Holdgate A, Ching N, Angonese L: Variability in agreement between
physicians and nurses when measuring the Glasgow Coma Scale in the
emergency department limits its clinical usefulness. Emerg Med Australas
2006, 18(4):379–384.

32. Gennarelli TA, Spielman GM, Langfitt TW, Gildenberg PL, Harrington T, Jane JA,
Marshall LF, Miller JD, Pitts LH: Influence of the type of intracranial lesion on
outcome from severe head injury. J Neurosurg 1982, 56(1):26–32.

33. Wardlaw JM, Easton VJ, Statham P: Which CT features help predict
outcome after head injury? J Neurol Neurosurg Psychiatry 2002,
72(2):188–192. discussion 151.

34. Saatman KE, Duhaime AC, Bullock R, Maas AI, Valadka A, Manley GT,
Workshop Scientific Team and Advisory Panel Members: Classification of
traumatic brain injury for targeted therapies. J Neurotrauma 2008,
25(7):719–738.

doi:10.1186/1757-7241-22-21
Cite this article as: Shaked et al.: The role of cell-free DNA measured by
a fluorescent test in the management of isolated traumatic head injuries.
Scandinavian Journal of Trauma, Resuscitation and Emergency Medicine
2014 22:21.


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Setup
	Study ethics
	Study population
	Exclusion criteria
	Data collected
	Statistical analysis

	Results
	Participant characteristics
	Mortality
	Clinical-anatomical grading
	Outcomes

	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	Acknowledgments
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. 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 for quality printing on desktop printers and proofers.  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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


