
This is the author manuscript accepted for publication and has undergone full peer review but has 

not been through the copyediting, typesetting, pagination and proofreading process, which may 

lead to differences between this version and the Version of Record. Please cite this article as doi: 

10.1111/acem.13085 

This article is protected by copyright. All rights reserved 

Corresponding author mail id: Rachel.Stanley@nationwidechildrens.org 

 

Challenges enrolling children into traumatic brain injury trials: An observational study  

Rachel M Stanley, MD MHSA1,2, Michael D. Johnson, MD3, Cheryl Vance, MD4, Lalit Bajaj, 

MD, MPH5, Lynn Babcock, MD, MS6, Shireen Atabaki, MD, MPH7, Danny Thomas, MD, 

MPH8, Harold K. Simon, MD, MBA9,  Daniel M. Cohen MD2 Daniel Rubacalva, MD, 10, P. 

David Adelson, MD11, Blake Bulloch, MD12, Alexander J. Rogers, MD1, Prashant Mahajan, MD, 

MPH, 13, Jill Baren, MD, MBE14, Lois Lee, MD, MPH15, John Hoyle, MD16, Kimberly Quayle, 

MD17, T. Charles Casper, PhD18, J. Michael Dean, MD18, Nathan Kuppermann, MD, MPH3

 

 for 

the Pediatric Emergency Care Applied Research Network (PECARN) 

Author Affiliations 
1Department of Emergency Medicine and Pediatrics, University of Michigan, Ann Arbor, MI; 
2Department of Pediatrics, The Ohio State University, Nationwide Children’s Hospital;  
3Division of Pediatric Emergency Medicine, University of Utah, Salt Lake City, UT;  
4Departments of Emergency Medicine and Pediatrics, University of California, Davis School of 

Medicine, Sacramento, CA; 5Department of Pediatrics, Children’s Hospital Colorado, Denver, 

CO; 6Department of Pediatrics, Cincinnati Children’s Hospital Medical Center, Cincinnati, OH; 
7Department of Emergency Medicine, Children’s National Medical Center, Washington D.C; 
8Children's Hospital of Wisconsin, Section of Pediatric Emergency Medicine, Medical College 

of Wisconsin, Milwaukee, WI; 9Departments of Pediatrics and Emergency Medicine, Emory 

University, Children’s Healthcare of Atlanta, Atlanta, GA; 10Department of Pediatric Medicine, 

Emergency Medicine, Texas Children’s Hospital, Baylor College of Medicine, Houston, TX; 
11Division of Neurosurgery, Barrow Neurological Institute at Phoenix Children’s Hospital, 

Phoenix, AZ; 12Division of Emergency Medicine, Phoenix Children’s Hospital, Phoenix, AZ; 
13Division of Pediatric Emergency Medicine, Children’s Hospital of Michigan, Wayne State 

University, Detroit, MI; 14Department of Emergency Medicine, Children’s Hospital of 

Philadelphia, University of Pennsylvania, Philadelphia, PA;  15Division of Emergency Medicine, 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t

http://dx.doi.org/10.1111/acem.13085�
http://dx.doi.org/10.1111/acem.13085�
http://dx.doi.org/10.1111/acem.13085�
mailto:Rachel.Stanley@nationwidechildrens.org�
mailto:stanleyr@umich.edu�
mailto:mike.johnson@hsc.utah.edu�
mailto:cpvance@ucdavis.edu�
mailto:Lalit.Bajaj@childrenscolorado.org�
mailto:Lalit.Bajaj@childrenscolorado.org�
mailto:Lynn.Babcock@cchmc.org�
mailto:satabaki@cnmc.org�
mailto:dthomas@mcw.edu�
mailto:hsimon@emory.edu�
mailto:bonsub@gmail.com�
mailto:bonsub@gmail.com�
mailto:dadelson@phoenixchildrens.com�
mailto:dadelson@phoenixchildrens.com�
mailto:BullochBBulloch@phoenixchildrens.com�
mailto:alexroge@umich.edu�
mailto:mahajan@comcast.net�
mailto:mahajan@comcast.net�
mailto:baren@email.chop.edu�
mailto:lois.lee@chiildrens.harvard.edu�
mailto:jdhoyle@hotmail.com�
mailto:Quayle@kids.wustl.edu�
mailto:Quayle@kids.wustl.edu�
mailto:nkuppermann@ucdavis.edu�


This article is protected by copyright. All rights reserved 

Boston Children’s Hospital, Boston, MA; 16Division of Pediatric Emergency Medicine, 

Emergency Medicine, Helen DeVos Children’s Hospital, Grand Rapids, MI;17Division of 

Pediatric Emergency Medicine, Washington University School of Medicine, St. Louis, MO; 

18

 

Division of Pediatric Critical Care, PECARN Data Coordinating Center, University of Utah, 

Salt Lake City, UT; 

Author Correspondence: 

Rachel Stanley 

Department of Emergency Medicine 

Nationwide Children’s Hospital 

700 Children’s Drive 

Columbus, OH 43205 

Fax: 614-7224380 

Phone: 614-7224555 

 

Grant Support: 

This project was supported by: 

• The Health Resources and Services Administration (HRSA), Maternal and Child Health 

Bureau (MCHB), Emergency Medical Services for Children (EMSC) Targeted Issues 

Grant (TIG) H34MC10353.   

• The HRSA, MCHB, EMSC Network Development Demonstration Program under 

cooperative agreements U03MC00008, U03MC00001, U03MC00003, U03MC00006, 

U03MC00007, U03MC22684, and U03MC22685.    

 

This information or content and conclusions are those of the author and should not be construed 

as the official position or policy of, nor should any endorsements be inferred by HRSA, HHS or 

the U.S. Government. 

 

None of the authors have any conflicts of interest. 

  

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved 

 

 

 

 

 

 

 

 

 

 

 

 

 

ABSTRACT  

OBJECTIVES 

In preparation for a clinical trial of therapeutic agents for children with moderate-to-severe blunt 

traumatic brain injuries (TBIs) in emergency departments (EDs), we conducted this feasibility 

study to 1) determine the number and clinical characteristics of eligible children, 2) determine 

the timing of patient and guardian arrival to the ED, and 3) describe the heterogeneity of TBIs on 

computed tomography (CT) scans. 

METHODS 

We conducted a prospective observational study at 16 EDs of children ≤ 18 years of age 

presenting with blunt head trauma and Glasgow Coma Scale (GCS) scores of 3-12.  We 

documented the number of potentially eligible patients, timing of patient and guardian arrival, 

patient demographics and clinical characteristics, severity of injuries, and cranial CT findings.  

RESULTS 

We enrolled 295 eligible children at the 16 sites over 6 consecutive months. Cardiac arrest and 

non-survivable injuries were the most common characteristics that would exclude patients from a 

future trial. Most children arrived within 2 hours of injury, but most guardians did not arrive until 

2-3 hours after the injury. There was a substantial range in types of TBIs, with subdural 

hemorrhages being the most common.  
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CONCLUSION 

Enrolling children with moderate-to-severe TBI into time sensitive clinical trials will require 

large numbers of sites, meticulous preparation and coordination, and will prove challenging to 

obtain informed consent given the timing of patient and guardian arrival. The Federal Exception 

from Informed Consent for Emergency Research will be an important consideration for enrolling 

these children.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

INTRODUCTION 

Background 
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Traumatic brain injury (TBI) is the leading cause of death and permanent disability from trauma 

in children.1,2  Among children 0-14 years in the United States, TBI results in an estimated 2,600 

deaths, 37,000 hospitalizations and more than 500,000 emergency department (ED) visits.3,4 

Despite the frequency of TBI, its substantial impact on the health of children, and decades of 

research on the topic, there are no proven effective treatments for TBI.5-7   

 

Many previous therapeutic trials for TBI in both children and adults have failed for several 

reasons, including: 1) the small number of patients with moderate-to-severe TBI available to be 

studied at any one center, 2) the heterogeneity of TBIs, and difficulty in controlling for this 

heterogeneity, 3) the variability in intra- and inter-institutional approaches to the treatment of 

patients with TBIs, 4) the difficulty in enrolling subjects within the therapeutic window of a 

treatment, and 5) ethical and regulatory obstacles associated with research in emergency settings, 

including the difficulty in obtaining timely written informed consent.5-9  In addition, legal 

guardians are frequently not available in the narrow therapeutic window of potential therapies. 

Therefore, the Federal Exception from Informed Consent (EFIC) (21 CFR 50.24) may be 

necessary to study time sensitive interventions in a clinical trial.10-12  Pre-clinical work has 

shown that the sooner (many) therapies are delivered to patients with TBIs, the better the 

outcomes. (REFS) There is an ongoing international multicenter pragmatic trial of tranexamic 

acid (TXA) for TBI in adults (CRASH III) where patients are randomized to TXA therapy within 

8 hours of injury.1314  In this international trial, patients who are incapable of giving consent in 

emergency situations are considered an exception to the general rule of informed consent per the 

Declaration of Helsinki.14,15 There have been other recent large interventional ED-based trials of 

progesterone for TBI in adults (ProTECT III and SyNAPSe) worth noting (and both were 

stopped for futility) .16,17   In ProTECT III, study drug was administered to adult patients within a 

4-hour window using EFIC.16  There are several examples of pediatric TBI trials, that failed to 

accrue sufficient numbers of children due to several factors such as limited numbers of eligible 

children at any one site, difficulties with informed consent, and arrival of subjects outside the 

therapeutic window of the study intervention.5,8  The obstacles to successful pediatric TBI trials 

have not been sufficiently addressed or overcome. Given the history of prior unsuccessful 

pediatric TBI trials, it is necessary to conduct pretrial feasibility planning work to maximize the 

likelihood of a successful trial.5,6,8,18  
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Conducting large clinical trials in head-injured children is difficult and requires a 

multidisciplinary approach.5,19  The Pediatric Emergency Care Applied Research Network 

(PECARN) was established to overcome the barriers of conducting research pertaining to acutely 

ill and injured children during all phases of emergency care and has a history of successful 

completion of large multicenter clinical trials.20-27  Due to the promising pre-clinical and phase II 

studies for the use of progesterone for adult TBI, PECARN investigators were funded to conduct 

feasibility planning for a clinical trial of progesterone and other promising agents for TBI in 

children.28  In this manuscript we report a prospective observational feasibility study of children 

with moderate-to-severe TBI presenting to 16 pediatric EDs across the US.  

The goals of this study were to 1) determine the number and clinical characteristics of children 

with moderate-to-severe TBI at each participating site, 2) determine the timing of patient and 

guardian arrival to the ED to provide informed consent within the therapeutic windows of 

different interventions, and 3) describe the heterogeneity of TBIs on computed tomography (CT) 

scans.  

 

METHODS 

Study design and setting 

We conducted a prospective observational study at 16 level-one pediatric trauma center EDs in 

PECARN. During the 9-month study period (July 2011 – Mar 2012) each site collected data on 

all potential eligible patients for 6 consecutive months.  

Population 

We prospectively enrolled children up to their 18th birthdays who presented to the ED after blunt 

head trauma with Glasgow Coma Scale (GCS) scores of 3-12 (i.e. moderate-to-severe TBI). 

Study data collection 

We collected clinical data using a study case report form including information about patient 

demographics, mechanisms of injury, clinical presentation including GCS, and time of arrival of 

patient and legal guardian.  (See appendix 1 study case report form) All site PIs and research 

coordinators were trained on study methods using a combination of web-based presentations and 

conference calls before the start of patient enrollment.  
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Clinicians and research staff completed most case report forms prospectively.  To minimize 

missed enrollment of eligible children, research staff screened daily for all patients with blunt 

head trauma and GCS scores of 3-12, then identified and retrospectively enrolled eligible 

children who had been missed. Physicians and research coordinators also recorded time of arrival 

of legally-authorized guardians.  The purpose of recording guardian arrival time was to estimate 

a time window in which written informed consent could likely be obtained from a guardian in a 

future interventional trial.  We asked site investigators to identify the best way to record the time 

of arrival of the legal guardian in advance of study initiation.  Some sites recorded time of arrival 

from their trauma record and other sites used the time of arrival as recorded by social work.  The 

site principal investigator (PI) or research staff member obtained the information from the 

treating clinician or from the medical records and did not approach the parent or patient for any 

information. Site research coordinators entered the data into an electronic data capture system 

maintained at the PECARN data center at the University of Utah.  

 

To determine the spectrum of TBIs, each site submitted cranial CT findings for each patient 

enrolled in the study. The study PIs (RS, NK) reviewed radiology reports, classified and 

adjudicated study CT findings.  For children with normal cranial CT scans, we asked site PIs to 

verify whether there was indeed a history of blunt head trauma; if there was no history of head 

trauma, these children were excluded from the database. Three children met this exclusion 

criterion. 

 

Study definitions  

In this analysis we used the following study definitions: 

• Best GCS score:  This was the best GCS that the patient had during their ED stay; 

• Moderate TBI: GCS 9-12 inclusive;  

• Severe TBI: GCS 3-8 inclusive;  

• Non-survivable injury: This was based on the clinical judgment of the ED treating 

physician;  

• Hypotension: Documented systolic blood pressure (SBP) below 90mmHg for patients > 

10 years, <70mmHg + (age in years x 2) for patients 1- 10 years and < 70mmHg for 

patients < 1 year;  
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• Hypoxia: Documented oxygen saturation of < 90% for at least 15 consecutive minutes; 

• Potential Abusive Head Trauma: Assault documented as the mechanism of injury in a 

patient < 3 years-old. 

 

Human subjects protection 

As this was a minimal risk study, and because it was not practical to request informed consent 

from each patient, we requested a waiver of informed consent. There was no interaction with the 

patients or guardians, and the scientific validity of the study was dependent on capturing the 

information from the entire population of children with moderate-to-severe TBI at each 

participating site. We gathered information both prospectively and retrospectively (for missed 

patients).  

 

Data analysis 

We prepared data summaries using SAS software (version 9.4, SAS Institute Inc., Cary, NC). 

 

RESULTS 

We enrolled 295 children with blunt head trauma and GCS scores of 3-12 during the study 

period at the 16 EDs.  All eligible patients were captured. The cumulative total of all pediatric 

ED visits to the 16 participating EDs during the study period was approximately 483,426. 

 

Table 1 describes patient demographics and mechanisms of injury, stratified by best GCS score 

in the ED. Of note, most enrolled patients were boys, and motor vehicle collisions (MVCs) were 

the most common mechanism of injury.  One-half of the patients were transferred from another 

hospital to the participating ED. Of note, 180 (61%) children were intubated at the time of the 

best GCS in the ED, making neurological assessment difficult.  In addition, 23% (67/295) of 

enrolled children received intracranial pressure (ICP) monitoring, including only one-third 

(59/196) of the severely injured. 

 

We enrolled between 5 and 34 patients per ED over the 6-month period. Figure 1 shows the 

overall ED volume of each site over the 6-month study period and numbers of patients enrolled 

per site. The number of eligible patients was not related to overall ED volume of individual 
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institutions.  Importantly, 77 (26%) of the 295 head-injured children in our study met one or 

more potential exclusion criteria for a future trial of TBI therapy. 3,6,21  Clinical characteristics 

that would make patients potentially ineligible for a future TBI trial are described in Table 2. The 

most common among these were cardiac arrest requiring cardiopulmonary resuscitation (CPR) 

prior to arrival to the ED and non-survivable injury determined in the ED. Age-adjusted 

hypotension was noted in 9% of patients, hypoxia in 4% and potential abusive head trauma in 6 

% (as noted by the mechanism “assault” for children younger than 3 years).  

  

Table 3 shows the timing of arrival of the child and the legal guardian after the time of injury.  

This result was stratified by whether the child was transferred from another hospital to the 

PECARN hospital, or whether the child arrived from the field to the PECARN hospital. Overall 

most children with TBIs arrived within 1-2 hours of their injuries, however, most 

parents/guardians did not arrive until 2-3 hours or later after the injury (and some guardians 

[n=8; 3%] did not arrive at all).  Of importance, 50% of children were transferred from another 

hospital and only 44% of transferred children arrived within 2-3 hours of their injury; most of 

their guardians did not arrive until 4-5 hours after injury, which has substantial implications for 

informed consent for time-sensitive therapies. We also looked at timing of guardian arrival based 

on mechanism of injury and GCS score and we found that a higher percentage of guardians 

arrived 3 or more hours after injury for the more severely injured children and for children 

involved in MVCs. 

 

The description and distribution of TBIs on CT are provided in Table 4. There was great 

heterogeneity in types of TBIs, with subdural hemorrhage being the most common intra-cranial 

injury, followed by subarachnoid hemorrhage. Of note, one-third of CT scans were normal. 

 

DISCUSSION  

In this study we documented the number of children with moderate-to-severe TBIs presenting to 

individual EDs in PECARN and demonstrated great variation in numbers between sites. In 

addition, up to one-quarter of these children might be excluded from a clinical trial because they 

met potential exclusion criteria. When we considered only those children with severe TBIs, less 

than one-third subsequently had ICP monitors placed. Furthermore, we found a mismatch 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



This article is protected by copyright. All rights reserved 

between the time of the patients’ arrival and that of their guardians, with most patients arriving in 

the treating ED within 1-2 hours of their injuries and most guardians not arriving 2-3 hours or 

later after the injuries. Importantly, guardians of children who were transferred from other 

hospitals took twice as long to arrive to the study hospitals than non-transferred children’s’ 

guardians. We also showed great heterogeneity of TBIs on CT and up to one-third of children 

had normal initial CT scans. 

 

Notably, we also found that the number of potential future study patients does not correlate with 

total ED patient volume, highlighting the differences in the types of patients seen between 

pediatric EDs. There was substantial variation in the numbers of patients with moderate-to-

severe TBI presenting to individual pediatric trauma centers and this variation was not related to 

overall ED volume. This demonstrates that site selection is critical to reach adequate sample 

sizes in future interventional trials of TBI in children. This issue may partially account for the 

lack of adequate patient accrual in prior pediatric TBI trials.5-8   

 

We collected data on controversial potential exclusion criteria for pediatric TBI trials (Table 2). 

These include age-adjusted hypotension, hypoxia and suspected abusive head trauma. Prior 

studies have typically excluded children with these conditions for fear of biasing the sample 

given that outcomes after TBI have been shown to be worse after a single episode of hypotension 

or hypoxia.5,8,29  The patient history in children with suspected abusive head trauma may be 

unreliable, and it may not be possible to accurately determine the time of injury. Despite these 

issues, and given both the lack of any proven effective treatments for pediatric TBI and the 

number of children with TBIs who suffer from hypotension, hypoxia or abusive head trauma, 

one may argue about the ethics of excluding these children from a future clinical trial of a 

promising therapeutic agent for TBI.  

 

Published guidelines recommend ICP monitoring for the management of children with severe 

TBIs.30   In the current study, however, we found that less than one-third of children presenting 

to the ED with GCS scores of 8 or less subsequently had ICP monitors placed during their 

hospital stay.  Prior studies have shown significant between-site variations in ICP monitor 

placement in children with severe TBIs.31  The relative infrequency of ICP monitoring in our 
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study may reflect that head-injured children with low GCS scores due to intubation with 

pharmacological sedation and paralysis may have been found not to have severe TBI when the 

sedation and paralysis were reversed; the relative infrequency of ICP monitor use may also 

reflect practice variation between physicians. Therefore, in future pediatric TBI clinical trials 

conducted in the ED it may be important to consider timely reversal of paralysis and sedation to 

determine the true GCS score, or to accurately determine the GCS score in the prehospital setting 

prior to paralysis, sedation and intubation. Future trials will also require standardization of care 

of these patients beyond the study intervention.  The lower-than-expected number of children 

with severe TBI and subsequent ICP monitor placement in the current study may also reflect the 

number of children in the cohort who had non- survivable injuries identified in the ED and 

therefore did not have ICP monitors placed. 

 

We found that one-half of all children with moderate-to-severe head injuries were transferred 

from another facility and that approximately one-half of children were present in the study ED 

within 2 hours of injury. The time lag between injury and arrival to the definitive treatment 

hospital is potentially concerning for future interventional trials given the time-sensitive nature 

of many TBI therapies to be tested.  Of greater concern, however, is that only approximately 

one-half of legal guardians were present in the ED within 2-3 hours of their child’s injury. Our 

finding that most guardians of children transferred from other hospitals took 4-5 hours to arrive 

and that one-half of the children in our study were transferred is concerning given the time-

sensitive nature of  interventions in many TBI trials. Guardian arrival time starts the window in 

which written informed consent could be obtained. This has important implications for future 

pediatric trials of therapies for TBI if these therapies have narrow windows of efficacy. In 

particular, delayed availability of a legal guardian argues for use of the Federal Exception from 

Informed Consent for Emergency Research in pediatric trials of TBI therapies. 11,12  Furthermore, 

even in cases where the guardian is at the bedside in a timely manner, the level of stress and 

anxiety over the critical condition of their children may preclude guardians from providing true 

informed consent. PECARN is currently conducting a trial of second-line therapy in children 

with refractory status epilepticus using the Federal Exception from Informed Consent.32  

Although many of the patients’ guardians are present at the bedside, the life threatening nature of 

status epilepticus, the need for timely treatment and the level of stress and anxiety among 
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guardians makes it difficult to have a true informed consent discussion before initiating 

treatment. Similarly the ProTECT III trial of progesterone for TBI in adults was conducted using 

EFIC.16 

 

The most common injury mechanisms in the study were MVCs. With this particular mechanism, 

many guardians may have been victims as well and taken to adult facilities for treatment. 

Furthermore, approximately one-half of the children in our study were transported from another 

hospital for definitive treatment and many ambulances do not allow guardians to travel with their 

children. Lack of guardian availability in the ED for children with TBIs has been demonstrated 

in other studies10, again arguing for EFIC.11 In the CRASH I trial (which included children older 

than 16 years of age) sites which had to obtain written informed consent took significantly longer 

to randomize patients and ultimately to administer study drug (3 hours versus 4 hours).33,34  

 

Our study also showed substantial heterogeneity of intra-cranial injuries among children with 

moderate-to-severe TBIs. The implications of this may be important, as certain interventions 

may target specific types of intracranial injuries. For example, progesterone has been shown to 

have several different mechanisms of action and, therefore, adult progesterone trials have 

typically enrolled patients with all types of intracranial injuries which could theoretically benefit 

from the actions of progesterone (recent negative trials notwithstanding).16,35  However, future 

trials of targeted therapies may need to enroll children with specific injury types, such as TXA 

for intracranial hemorrhage.36-40  In our cohort, intracranial hemorrhage was the most common 

type of brain injury on CT, accounting for approximately one-half of enrolled patients.   

 

Surprisingly, even after site PI review of enrolled patients (all with moderate-to-severe TBIs) 

one-third of these children had normal initial CT scans. If future trials require abnormal CT scans 

as an inclusion criterion, a substantial proportion of potentially eligible patients with normal 

initial CT scans may be missed. We did not evaluate, however, how many of these children had 

MRI or CT scans performed later which demonstrated serious injuries not apparent on the initial 

CT scans. In addition, it may take some time to determine the final, definitive CT interpretation 

when a child presents to the ED with TBI. Therefore, waiting for the CT scan to be definitively 
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interpreted to determine eligibility for a TBI trial could significantly delay patient enrollment, 

and threaten administration of trial drug during the therapeutic window.  

 

This study had some limitations. We conducted the study using a waiver of informed consent; 

therefore, we didn’t approach parents to assess their willingness to consent to a future 

interventional trial for TBI. In order to define who would be truly eligible we would have needed 

to intervene and reverse paralysis and sedation for each intubated patient to evaluate who had a 

GCS of 3 because of pharmacological sedation/paralysis rather than severe TBI. However, the 

need to get informed consent would bias our ability to capture all patients for the outcomes of 

interest. As a result, by using GCS alone, we likely overestimated the available number of 

children for a future TBI trial. In addition, we did not follow patients to document outcomes 

because of the same concerns about informed consent potentially biasing the main objectives of 

the study. Documenting outcomes of TBI was also beyond the scope of our study, in which the 

aim was to quantify the number of patients eligible for a future trial, and assess time of patient 

and guardian arrival in order to prepare for patient/guardian consent in future TBI trials. We 

were able to do this without consent, and captured all patients. Outcomes of moderate-severe 

TBI in children are known, and were not the focus here. In addition, although some patients were 

enrolled retrospectively, the limited dataset was highly objective (e.g. time of patient arrival, 

GCS score) and this allowed us to capture all eligible patients. We also found that some sites 

have no standardized documentation of parental presence. Therefore each site determined the 

best method for documenting this presence for their setting. This is a source of documentation 

that should be standardized across all pediatric trauma centers. 

 

 

Future trials of TBI in children will require inclusion of many high-enrolling sites, may require 

international collaboration, and will likely take several years to perform. However, if such 

definitive studies result in demonstrating novel therapies to be effective for the treatment of 

moderate-to-severe TBI in children, the costs and efforts will be greatly outweighed by the 

reduction of morbidity and mortality, and quality life-years saved.  

 

CONCLUSIONS 
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In summary, we identified the number, timing of arrival, and important clinical and CT 

characteristics of potentially eligible children with moderate-to-severe TBIs for future clinical 

trials of novel therapeutic agents. Enrolling children with moderate-to-severe TBIs into clinical 

trials is challenging and will require large numbers of sites, meticulous preparation and 

coordination, and will prove challenging with regards to timing of patient and guardian arrival. 

Given these challenges, the Federal Exception from Informed Consent for Emergency Research 

will be an important consideration for timely enrollment of children into TBI clinical trials. 
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Table 1.  Results: Demographics and Injury Data (Using Best GCS in the ED) 

Characteristics 

 

N (%) 

 

GCS 3-8 

Severe TBI 

GCS 9-12 

Moderate TBI 

Number Enrolled 295 196 57 

Patient age in years 

(Median, Range) 
6.4 (0.1-17.9) 6.9 (0.1-17.9) 4.3 (0.1-17.9) 

Gender    

   Male 190 (64%) 124 (63%) 34 (60%) 

   Female 105 (36%) 72 (37%) 23 (40%) 

Race    

   White 162 (55%) 115 (59%) 26 (46%) 

   Black 65 (22%) 36 (18%) 18 (32%) 

   Other 20 (7%) 12 (6%) 3 (5%) 

   Unknown 48 (16%) 33 (17%) 10 (18%) 

Ethnicity    

   Hispanic 38 (13%) 24 (12%) 9 (16%) 

   Non-Hispanic 212 (72%) 144 (73%) 34 (60%) 

   Unknown 45 (15%) 28 (14%) 14 (25%) 

Mechanism of Injury    

MVC  88 (30%) 74 (38%) 9 (16%) 
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Fall 69 (23%) 29 (15%) 26 (46%) 

Pedestrian/Bike Injury 36 (12%) 23 (12%) 8 (14%) 

Assault 21 (7%) 17 (9%) 4 (7%) 

Sports Related 22 (7%) 11 (6%) 1 (2%) 

Other 20 (7%) 10 (5%) 6 (11%) 

Multiple 34 (12%) 28 (14%) 3 (5%) 

Unknown 5 (2%) 4 (2%) 0 (0%) 

Intubated at the time of 

best GCS in the ED 
180 (61%) 168 (86%) 12 (21%) 

Transfer from another 

hospital 
148 (50%) 113 (58%) 20 (35%) 

ICP Monitoring 67 (23%) 59 (30%) 8 (14%) 

MRI Obtained 89 (30%) 70 (36%) 13 (23%) 

 

 

 

 

Table 2.  Reasons for Potential Exclusions for Future Interventional Trial and Percentage of 

Patients that Met Each Criterion  

Reason N (%) 

Died in the ED 15 (5%) 

Cardiac arrest with CPR prior to arrival   35 (12%) 

Non survivable injury determined in ED   32 (11%) 

Spinal cord injury resulting in neurologic deficit 19 (6%)  

Hypotension (age-defined) 27 (9%) 

Hypoxia (O2 sat < 90% for > 15 mins) 11 (4%) 
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Penetrating head injury 10 (3%) 

Potential abusive head trauma           17 (6%) 

Total number of patients that met one or more exclusion criteria                        77 (26%) 

 

 

 

 

 

 

 

Table 3.  Results: Time from Injury to Arrival in ED   

 Overall 

Cumulative frequency 

(%) 

Patients not transferred 

from another hospital  

Cumulative frequency 

(%) 

Patients transferred 

from another hospital  

Cumulative frequency 

(%) 

Hours 

After 

Injury 

Patient 

(N=284) 

Guardian 

(N=284) 

Patient 

(N=141) 

Guardian 

(N=142) 

Patient 

(N=143) 

Guardian 

(N=142) 

0-1 hour 100 (35%)  59 (21%) 97 (69%) 57 (40%) 3 (2%) 2 (1%) 

>1-2 hours 161 (57%) 112 (39%) 133 (94%) 96 (68%) 28 (20%) 16 (11%) 

>2-3 hours 199 (70%) 145 (51%) 136 (96%) 107 (75%) 63 (44%) 38 (27%) 

>3-4 hours 228 (80%) 183 (64%) 138 (98%) 122 (86%) 90 (63%) 61 (43%) 

>4-5 hours 247 (87%) 212 (75%) 139 (99%) 127 (89%) 108 (76%) 85 (60%) 

>5-6 hours 262 (92%) 232 (82%) 139 (99%) 132 (93%) 123 (86%) 100 (70%) 

>6-7 hours 268 (94%) 239 (84%) 139 (99%) 132 (93%) 129 (90%) 107 (75%) 
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Table 4.  Description of Types of Intracranial Injuries by CT  

Type of Injury N (%) 

Number of patients with CT scans 282 

Number of patients with normal ED CT scans 92 (32.6%) 

Total number of patients with any CT finding* 190 

Traumatic findings on CT  

Skull fracture 106 (55.8%) 

Subdural hematoma  75 (39.5%) 

Cerebral edema 56 (29.5%) 

Basilar skull fracture  51 (26.8%) 

Subarachnoid hemorrhage  48 (25.3%) 

Cerebral hemorrhage  33 (17.4%) 

Pneumocephalus 31 (16.3%) 

Midline shift /shift of brain structures 30 (15.8%) 

Cerebral contusion 26 (13.7%) 

Extra-axial hematoma 21 (11.1%) 

Epidural hematoma  17 (8.9%) 

Herniation 15 (7.9%) 

Intraventricular hemorrhage 14 (7.4%) 
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Other traumatic findings# 18 (8.9%) 

* Of the 190 with CT findings, 44 had one finding and 146 had more than one finding                                

# Diffuse axonal injury (3.7%), Shear injury (1.6%), and Traumatic infarction (1.6%), Diastasis of the 

skull (0.5%)  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 1. Study Enrollment and ED Volume per Site over 6 Months  
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ABSTRACT  10 

OBJECTIVES 11 

In preparation for a clinical trial of therapeutic agents for children with moderate-to-severe blunt 12 

traumatic brain injuries (TBIs) in emergency departments (EDs), we conducted this feasibility 13 

study to 1) determine the number and clinical characteristics of eligible children, 2) determine 14 

the timing of patient and guardian arrival to the ED, and 3) describe the heterogeneity of TBIs on 15 

computed tomography (CT) scans. 16 

METHODS 17 

We conducted a prospective observational study at 16 EDs of children ≤ 18 years of age 18 

presenting with blunt head trauma and Glasgow Coma Scale (GCS) scores of 3-12.  We 19 

documented the number of potentially eligible patients, timing of patient and guardian arrival, 20 

patient demographics and clinical characteristics, severity of injuries, and cranial CT findings.  21 

RESULTS 22 

We enrolled 295 eligible children at the 16 sites over 6 consecutive months. Cardiac arrest and 23 

non-survivable injuries were the most common characteristics that would exclude patients from a 24 

future trial. Most children arrived within 2 hours of injury, but most guardians did not arrive until 25 

2-3 hours after the injury. There was a substantial range in types of TBIs, with subdural 26 

hemorrhages being the most common.  27 
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CONCLUSION 28 

Enrolling children with moderate-to-severe TBI into time sensitive clinical trials will require 29 

large numbers of sites, meticulous preparation and coordination, and will prove challenging to 30 

obtain informed consent given the timing of patient and guardian arrival. The Federal Exception 31 

from Informed Consent for Emergency Research will be an important consideration for enrolling 32 

these children.  33 

 34 

 35 

 36 

 37 

 38 

 39 

 40 

 41 

 42 

 43 

 44 

 45 

 46 

 47 

 48 

 49 

 50 

 51 

 52 

 53 

 54 

 55 

INTRODUCTION 56 

Background 57 
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Traumatic brain injury (TBI) is the leading cause of death and permanent disability from trauma 58 

in children.1,2  Among children 0-14 years in the United States, TBI results in an estimated 2,600 59 

deaths, 37,000 hospitalizations and more than 500,000 emergency department (ED) visits.3,4 60 

Despite the frequency of TBI, its substantial impact on the health of children, and decades of 61 

research on the topic, there are no proven effective treatments for TBI.5-7   62 

 63 

Many previous therapeutic trials for TBI in both children and adults have failed for several 64 

reasons, including: 1) the small number of patients with moderate-to-severe TBI available to be 65 

studied at any one center, 2) the heterogeneity of TBIs, and difficulty in controlling for this 66 

heterogeneity, 3) the variability in intra- and inter-institutional approaches to the treatment of 67 

patients with TBIs, 4) the difficulty in enrolling subjects within the therapeutic window of a 68 

treatment, and 5) ethical and regulatory obstacles associated with research in emergency settings, 69 

including the difficulty in obtaining timely written informed consent.5-8  In addition, legal 70 

guardians are frequently not available in the narrow therapeutic window of potential therapies. 71 

Therefore, the Federal Exception from Informed Consent (EFIC) (21 CFR 50.24) may be 72 

necessary to study time sensitive interventions in a clinical trial.9-11  Pre-clinical work has shown 73 

that the sooner (many) therapies are delivered to patients with TBIs, the better the outcomes.  74 

There is an ongoing international multicenter pragmatic trial of tranexamic acid (TXA) for TBI 75 

in adults (CRASH III) where patients are randomized to TXA therapy within 8 hours of 76 

injury.12,13  In this international trial, patients who are incapable of giving consent in emergency 77 

situations are considered an exception to the general rule of informed consent per the Declaration 78 

of Helsinki.13,14 There have been other recent large interventional ED-based trials of 79 

progesterone for TBI in adults (ProTECT III and SyNAPSe) worth noting (and both were 80 

stopped for futility).15,16   In ProTECT III, study drug was administered to adult patients within a 81 

4-hour window using EFIC.15  There are several examples of pediatric TBI trials that failed to 82 

accrue sufficient numbers of children due to several factors such as limited numbers of eligible 83 

children at any one site, difficulties with informed consent, and arrival of subjects outside the 84 

therapeutic window of the study intervention.5,8  The obstacles to successful pediatric TBI trials 85 

have not been sufficiently addressed or overcome. Given the history of prior unsuccessful 86 

pediatric TBI trials, it is necessary to conduct pretrial feasibility planning work to maximize the 87 

likelihood of a successful trial.5,6,8  88 
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 89 

Conducting large clinical trials in head-injured children is difficult and requires a 90 

multidisciplinary approach.5,17  The Pediatric Emergency Care Applied Research Network 91 

(PECARN) was established to overcome the barriers of conducting research pertaining to acutely 92 

ill and injured children during all phases of emergency care and has a history of successful 93 

completion of large multicenter clinical trials.18-25  Due to the promising pre-clinical and phase II 94 

studies for the use of progesterone for adult TBI, PECARN investigators were funded to conduct 95 

feasibility planning for a clinical trial of progesterone and other promising agents for TBI in 96 

children.26  In this manuscript we report a prospective observational feasibility study of children 97 

with moderate-to-severe TBI presenting to 16 pediatric EDs across the US.  98 

The goals of this study were to 1) determine the number and clinical characteristics of children 99 

with moderate-to-severe TBI at each participating site, 2) determine the timing of patient and 100 

guardian arrival to the ED to provide informed consent within the therapeutic windows of 101 

different interventions, and 3) describe the heterogeneity of TBIs on computed tomography (CT) 102 

scans.  103 

 104 

METHODS 105 

Study design and setting 106 

We conducted a prospective observational study at 16 level-one pediatric trauma center EDs in 107 

PECARN. During the 9-month study period (July 2011 – Mar 2012) each site collected data on 108 

all potential eligible patients for 6 consecutive months.  109 

Population 110 

We prospectively enrolled children up to their 18th birthdays who presented to the ED after blunt 111 

head trauma with Glasgow Coma Scale (GCS) scores of 3-12 (i.e. moderate-to-severe TBI). 112 

Study data collection 113 

We collected clinical data using a study case report form including information about patient 114 

demographics, mechanisms of injury, clinical presentation including GCS, and time of arrival of 115 

patient and legal guardian.  (See appendix 1 study case report form) All site PIs and research 116 

coordinators were trained on study methods using a combination of web-based presentations and 117 

conference calls before the start of patient enrollment.  118 

 119 
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Clinicians and research staff completed most case report formd prospectively.  To minimize 120 

missed enrollment of eligible children, research staff screened daily for all patients with blunt 121 

head trauma and GCS scores of 3-12, then identified and retrospectively enrolled eligible 122 

children who had been missed. Physicians and research coordinators also recorded time of arrival 123 

of legally-authorized guardians.  The purpose of recording guardian arrival time was to estimate 124 

a time window in which written informed consent could likely be obtained from a guardian in a 125 

future interventional trial.  We asked site investigators to identify the best way to record the time 126 

of arrival of the legal guardian in advance of study initiation.  Some sites recorded time of arrival 127 

from their trauma record and other sites used the time of arrival as recorded by social work.  The 128 

site principal investigator (PI) or research staff member obtained the information from the 129 

treating clinician or from the medical records and did not approach the parent or patient for any 130 

information. Site research coordinators entered the data into an electronic data capture system 131 

maintained at the PECARN data center at the University of Utah.  132 

 133 

To determine the spectrum of TBIs, each site submitted cranial CT findings for each patient 134 

enrolled in the study. The study PIs (RS, NK) reviewed radiology reports, classified and 135 

adjudicated study CT findings.  For children with normal cranial CT scans, we asked site PIs to 136 

verify whether there was indeed a history of blunt head trauma; if there was no history of head 137 

trauma, these children were excluded from the database. Three children met this exclusion 138 

criterion. 139 

 140 

Study definitions  141 

In this analysis we used the following study definitions: 142 

 Best GCS score:  This was the best GCS that the patient had during their ED stay; 143 

 Moderate TBI: GCS 9-12 inclusive;  144 

 Severe TBI: GCS 3-8 inclusive;  145 

 Non-survivable injury: This was based on the clinical judgment of the ED treating 146 

physician;  147 

 Hypotension: Documented systolic blood pressure (SBP) below 90mmHg for patients > 148 

10 years, <70mmHg + (age in years x 2) for patients 1- 10 years and < 70mmHg for 149 

patients < 1 year;  150 
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 Hypoxia: Documented oxygen saturation of < 90% for at least 15 consecutive minutes; 151 

 Potential Abusive Head Trauma: Assault documented as the mechanism of injury in a 152 

patient < 3 years-old. 153 

 154 

Human subjects protection 155 

As this was a minimal risk study, and because it was not practical to request informed consent 156 

from each patient, we requested a waiver of informed consent. There was no interaction with the 157 

patients or guardians, and the scientific validity of the study was dependent on capturing the 158 

information from the entire population of children with moderate-to-severe TBI at each 159 

participating site. We gathered information both prospectively and retrospectively (for missed 160 

patients).  161 

 162 

Data analysis 163 

We prepared data summaries using SAS software (version 9.4, SAS Institute Inc., Cary, NC). 164 

 165 

RESULTS 166 

We enrolled 295 children with blunt head trauma and GCS scores of 3-12 during the study 167 

period at the 16 EDs.  All eligible patients were captured. The cumulative total of all pediatric 168 

ED visits to the 16 participating EDs during the study period was approximately 483,426. 169 

 170 

Table 1 describes patient demographics and mechanisms of injury, stratified by best GCS score 171 

in the ED. Of note, most enrolled patients were boys, and motor vehicle collisions (MVCs) were 172 

the most common mechanism of injury.  One-half of the patients were transferred from another 173 

hospital to the participating ED. Of note, 180 (61%) children were intubated at the time of the 174 

best GCS in the ED, making neurological assessment difficult. 175 

In addition, 23% (67/295) of enrolled children received intracranial pressure (ICP) monitoring, 176 

including only one-third (59/196) of the severely injured. 177 

 178 

We enrolled between 5 and 34 patients per ED over the 6-month period. Figure 1 shows the 179 

overall ED volume of each site over the 6-month study period and numbers of patients enrolled 180 

per site. The number of eligible patients was not related to overall ED volume of individual 181 
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institutions.  Importantly, 77 (26%) of the 295 head-injured children in our study met one or 182 

more potential exclusion criteria for a future trial of TBI therapy.3,6  Clinical characteristics that 183 

would make patients potentially ineligible for a future TBI trial are described in Table 2. The 184 

most common among these were cardiac arrest requiring cardiopulmonary resuscitation (CPR) 185 

prior to arrival to the ED and non-survivable injury determined in the ED. Age-adjusted 186 

hypotension was noted in 9% of patients, hypoxia in 4% and potential abusive head trauma in 6 187 

% (as noted by the mechanism “assault” for children younger than 3 years).  188 

  189 

Table 3 shows the timing of arrival of the child and the legal guardian after the time of injury.  190 

This result was stratified by whether the child was transferred from another hospital to the 191 

PECARN hospital, or whether the child arrived from the field to the PECARN hospital. Overall 192 

most children with TBIs arrived within 1-2 hours of their injuries, however, most 193 

parents/guardians did not arrive until 2-3 hours or later after the injury (and some guardians 194 

[n=8; 3%] did not arrive at all).  Of importance, 50% of children were transferred from another 195 

hospital and only 44% of transferred children arrived within 2-3 hours of their injury; most of 196 

their guardians did not arrive until 4-5 hours after injury, which has substantial implications for 197 

informed consent for time-sensitive therapies. We also looked at timing of guardian arrival based 198 

on mechanism of injury and GCS score and we found that a higher percentage of guardians 199 

arrived 3 or more hours after injury for the more severely injured children and for children 200 

involved in MVCs. 201 

 202 

The description and distribution of TBIs on CT are provided in Table 4. There was great 203 

heterogeneity in types of TBIs, with subdural hemorrhage being the most common intra-cranial 204 

injury, followed by subarachnoid hemorrhage. Of note, one-third of CT scans were normal. 205 

 206 

DISCUSSION  207 

In this study we documented the number of children with moderate-to-severe TBIs presenting to 208 

individual EDs in PECARN and demonstrated great variation in numbers between sites. In 209 

addition, up to one-quarter of these children might be excluded from a clinical trial because they 210 

met potential exclusion criteria. When we considered only those children with severe TBIs, less 211 

than one-third subsequently had ICP monitors placed. Furthermore, we found a mismatch 212 
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between the time of the patients’ arrival and that of their guardians, with most patients arriving in 213 

the treating ED within 1-2 hours of their injuries and most guardians not arriving 2-3 hours or 214 

later after the injuries. Importantly, guardians of children who were transferred from other 215 

hospitals took twice as long to arrive to the study hospitals than non-transferred children’s’ 216 

guardians. We also showed great heterogeneity of TBIs on CT and up to one-third of children 217 

had normal initial CT scans. 218 

 219 

Notably, we also found that the number of potential future study patients does not correlate with 220 

total ED patient volume, highlighting the differences in the types of patients seen between 221 

pediatric EDs. There was substantial variation in the numbers of patients with moderate-to-222 

severe TBI presenting to individual pediatric trauma centers and this variation was not related to 223 

overall ED volume. This demonstrates that site selection is critical to reach adequate sample 224 

sizes in future interventional trials of TBI in children. This issue may partially account for the 225 

lack of adequate patient accrual in prior pediatric TBI trials.5-8   226 

 227 

We collected data on controversial potential exclusion criteria for pediatric TBI trials (Table 2). 228 

These include age-adjusted hypotension, hypoxia and suspected abusive head trauma. Prior 229 

studies have typically excluded children with these conditions for fear of biasing the sample 230 

given that outcomes after TBI have been shown to be worse after a single episode of hypotension 231 

or hypoxia.5,8,27  The patient history in children with suspected abusive head trauma may be 232 

unreliable, and it may not be possible to accurately determine the time of injury. Despite these 233 

issues, and given both the lack of any proven effective treatments for pediatric TBI and the 234 

number of children with TBIs who suffer from hypotension, hypoxia or abusive head trauma, 235 

one may argue about the ethics of excluding these children from a future clinical trial of a 236 

promising therapeutic agent for TBI.  237 

 238 

Published guidelines recommend ICP monitoring for the management of children with severe 239 

TBIs.28   In the current study, however, we found that less than one-third of children presenting 240 

to the ED with GCS scores of 8 or less subsequently had ICP monitors placed during their 241 

hospital stay.  Prior studies have shown significant between-site variations in ICP monitor 242 

placement in children with severe TBIs.29  The relative infrequency of ICP monitoring in our 243 
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study may reflect that head-injured children with low GCS scores due to intubation with 244 

pharmacological sedation and paralysis may have been found not to have severe TBI when the 245 

sedation and paralysis were reversed; the relative infrequency of ICP monitor use may also 246 

reflect practice variation between physicians. Therefore, in future pediatric TBI clinical trials 247 

conducted in the ED it may be important to consider timely reversal of paralysis and sedation to 248 

determine the true GCS score, or to accurately determine the GCS score in the prehospital setting 249 

prior to paralysis, sedation and intubation.  Future trials will also require standardization of care 250 

of these patients beyond the study intervention. The lower-than-expected number of children 251 

with severe TBI and subsequent ICP monitor placement in the current study may also reflect the 252 

number of children in the cohort who had non- survivable injuries identified in the ED and 253 

therefore did not have ICP monitors placed. 254 

 255 

We found that one-half of all children with moderate-to-severe head injuries were transferred 256 

from another facility and that approximately one-half of children were present in the study ED 257 

within 2 hours of injury. The time lag between injury and arrival to the definitive treatment 258 

hospital is potentially concerning for future interventional trials given the time-sensitive nature 259 

of many TBI therapies to be tested.  Of greater concern, however, is that only approximately 260 

one-half of legal guardians were present in the ED within 2-3 hours of their child’s injury. Our 261 

finding that most guardians of children transferred from other hospitals took 4-5 hours to arrive 262 

and that one-half of the children in our study were transferred is concerning given the time-263 

sensitive nature of interventions in many TBI trials. Guardian arrival time starts the window in 264 

which written informed consent could be obtained. This has important implications for future 265 

pediatric trials of therapies for TBI if these therapies have narrow windows of efficacy. In 266 

particular, delayed availability of a legal guardian argues for use of EFIC in pediatric trials of 267 

TBI therapies. 10,11  Furthermore, even in cases where the guardian is at the bedside in a timely 268 

manner, the level of stress and anxiety over the critical condition of their children may preclude 269 

guardians from providing true informed consent. PECARN is currently conducting a trial of 270 

second-line therapy in children with refractory status epilepticus using EFIC.30  Although many 271 

of the patients’ guardians are present at the bedside, the life threatening nature of status 272 

epilepticus, the need for timely treatment and the level of stress and anxiety among guardians 273 

makes it difficult to have a true informed consent discussion before initiating treatment. 274 
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Similarly the ProTECT III trial of progesterone for TBI in adults was conducted using the 275 

EFIC.15 276 

 277 

The most common injury mechanisms in the study were MVCs. With this particular mechanism, 278 

many guardians may have been victims as well and taken to adult facilities for treatment. 279 

Furthermore, approximately one-half of the children in our study were transported from another 280 

hospital for definitive treatment and many ambulances do not allow guardians to travel with their 281 

children. Lack of guardian availability in the ED for children with TBIs has been demonstrated 282 

in other studies9, again arguing for EFIC.10 In the CRASH I trial (which included children older 283 

than 16 years of age) sites which had to obtain written informed consent took significantly longer 284 

to randomize patients and ultimately to administer study drug (3 hours versus 4 hours).31,32  285 

 286 

Our study also showed substantial heterogeneity of intra-cranial injuries among children with 287 

moderate-to-severe TBIs. The implications of this may be important, as certain interventions 288 

may target specific types of intracranial injuries. For example, progesterone has been shown to 289 

have several different mechanisms of action and, therefore, adult progesterone trials have 290 

typically enrolled patients with all types of intracranial injuries which could theoretically benefit 291 

from the actions of progesterone (recent negative trials notwithstanding).15,33  However, future 292 

trials of targeted therapies may need to enroll children with specific injury types, such as TXA 293 

for intracranial hemorrhage.34-38  In our cohort, intracranial hemorrhage was the most common 294 

type of brain injury on CT, accounting for approximately one-half of enrolled patients.   295 

 296 

Surprisingly, even after site PI review of enrolled patients (all with moderate-to-severe TBIs) 297 

one-third of these children had normal initial CT scans. If future trials require abnormal CT scans 298 

as an inclusion criterion a substantial proportion of potentially eligible patients with initial 299 

normal CT scans may be missed. We did not evaluate, however, how many of these children had 300 

MRI or CT scans performed later which demonstrated serious injuries not apparent on the initial 301 

CT scans. In addition, it may take some time to determine the final, definitive CT interpretation 302 

when a child presents to the ED with TBI. Therefore, waiting for the CT scan to be definitively 303 

interpreted to determine eligibility for a TBI trial could significantly delay patient enrollment, 304 

and threaten administration of trial drug during the therapeutic window.  305 
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 306 

This study had some limitations. We conducted the study using a waiver of informed consent; 307 

therefore, we didn’t approach parents to assess their willingness to consent to a future 308 

interventional trial for TBI. In order to define who would be truly eligible we would have needed 309 

to intervene and reverse paralysis and sedation for each intubated patient to evaluate who had a 310 

GCS of 3 because of pharmacological sedation/paralysis rather than severe TBI. However, the 311 

need to get informed consent would bias our ability to capture all patients for the outcomes of 312 

interest. As a result, by using GCS alone we likely overestimated the available number of 313 

children for a future TBI trial. In addition, we did not follow patients to document outcomes 314 

because of the same concerns about informed consent potentially biasing the main objectives of 315 

the study. Documenting outcomes of TBI was also beyond the scope of our study, in which the 316 

aim was to quantify the number of patients eligible for a future trial, and assess time of patient 317 

and guardian arrival in order to prepare for patient/guardian consent in future TBI trials. We 318 

were able to do this without consent, and captured all patients. Outcomes of moderate-severe 319 

TBI in children are known, and were not the focus here. In addition, although some patients were 320 

enrolled retrospectively, the limited dataset was highly objective (e.g. time of patient arrival, 321 

GCS score) and this allowed us to capture all eligible patients. We also found that some sites 322 

have no standardized documentation of parental presence. Therefore each site determined the 323 

best method for documenting this presence for their setting. This is a source of documentation 324 

that should be standardized across all pediatric trauma centers. 325 

 326 

 327 

Future trials of TBI in children will require inclusion of many high-enrolling sites, may require 328 

international collaboration, and will likely take several years to perform. However, if such 329 

definitive studies result in demonstrating novel therapies to be effective for the treatment of 330 

moderate-to-severe TBI in children, the costs and efforts will be greatly outweighed by the 331 

reduction of morbidity and mortality, and quality life-years saved.  332 

 333 

CONCLUSIONS 334 

In summary, we identified the number, timing of arrival, and important clinical and CT 335 

characteristics of potentially eligible children with moderate-to-severe TBIs for future clinical 336 
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trials of novel therapeutic agents. Enrolling children with moderate-to-severe TBIs into clinical 337 

trials is challenging and will require large numbers of sites, meticulous preparation and 338 

coordination, and will prove challenging with regards to timing of patient and guardian arrival. 339 

Given these challenges, the Federal Exception from Informed Consent for Emergency Research 340 

will be an important consideration for timely enrollment of children into TBI clinical trials. 341 

REFERENCES  342 

1. Faul M, Xu L, Wald MM, Coronado VG. Traumatic brain injury in the United States: emergency 343 

department visits, hospitalizations, and deaths 2002-2006. CDC, Atlanta GA. 2010. 344 

2. Schneier AJ, Shields BJ, Hostetler SG, Xiang H, Smith GA. Incidence of pediatric traumatic brain 345 

injury and associated hospital resource utilization in the United States. Pediatrics. Aug 346 

2006;118(2):483-492. 347 

3. Center for Disease Control and Prevention. Rates of TBI-related Deaths by Age Group — United 348 

States, 2001–2010. Accessed from: 349 

http://www.cdc.gov/traumaticbraininjury/data/rates_deaths_byage.html. Date of Access: 350 

8/19/2016. 351 

4. Centers for Disease Control and Prevention. Get the Stats on Traumatic Brain Injury in the 352 

United States. Available from: 353 

http://www.cdc.gov/traumaticbraininjury/pdf/bluebook_factsheet-a.pdf. Date of Access: 354 

8/19/2016. 355 

5. Natale JE, Joseph JG, Pretzlaff RK, Silber TJ, Guerguerian AM. Clinical trials in pediatric traumatic 356 

brain injury: unique challenges and potential responses. Dev Neurosci. 2006;28(4-5):276-290. 357 

6. Narayan RK, Michel ME, Ansell B, et al. Clinical trials in head injury. J Neurotrauma. May 358 

2002;19(5):503-557. 359 

7. Menon DK. Unique challenges in clinical trials in traumatic brain injury. Crit Care Med. Jan 360 

2009;37(1 Suppl):S129-135. 361 

8. Adelson PD, Wisniewski SR, Beca J, et al. Comparison of hypothermia and normothermia after 362 

severe traumatic brain injury in children (Cool Kids): a phase 3, randomised controlled trial. 363 

Lancet neurology. Jun 2013;12(6):546-553. 364 

9. Holmes JF, Holubkov R, Kuppermann N. Guardian availability in children evaluated in the 365 

emergency department for blunt head trauma. Acad Emerg Med. Jan 2009;16(1):15-20. 366 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t

http://www.cdc.gov/traumaticbraininjury/data/rates_deaths_byage.html
http://www.cdc.gov/traumaticbraininjury/pdf/bluebook_factsheet-a.pdf


 

This article is protected by copyright. All rights reserved 

10. Food and Drug Administration.  Guidance for institutional review boards, clinical investigators 367 

and sponsors:  Exception from Informed Consent Requirements for Emergency Medicine 368 

Research.  March 2011.  http://www.fda.gov/downloads /RegulatoryInformation/Guidances 369 

/UCM249673.pdf. Accessed January 6, 2015, 2015. 370 

11. Code of Federal Reguations Title 21: Exception from informed consent requirements for 371 

emergency research. Available from: 372 

http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm?fr=50.24. Date of 373 

Access: 8/19/2016. 374 

12. CRASH 3-Clinical Randomisation of an Antifibrolytic in Significant Head Injury.  Available from:  375 

http://crash3.lshtm.ac.uk/.  Date of access 8/10/2016. 376 

13. Dewan Y, Komolafe EO, Mejia-Mantilla JH, et al. CRASH-3 - tranexamic acid for the treatment of 377 

significant traumatic brain injury: study protocol for an international randomized, double-blind, 378 

placebo-controlled trial. Trials. 2012;13:87. 379 

14. World Medical A. World Medical Association Declaration of Helsinki: ethical principles for 380 

medical research involving human subjects. JAMA : the journal of the American Medical 381 

Association. Nov 27 2013;310(20):2191-2194. 382 

15. Wright DW, Yeatts SD, Silbergleit R, et al. Very early administration of progesterone for acute 383 

traumatic brain injury. The New England journal of medicine. Dec 25 2014;371(26):2457-2466. 384 

16. Skolnick BE, Maas AI, Narayan RK, et al. A clinical trial of progesterone for severe traumatic brain 385 

injury. The New England journal of medicine. Dec 25 2014;371(26):2467-2476. 386 

17. Stanley RM, Bonsu BK, Zhao W, Ehrlich PF, Rogers AJ, Xiang H. US estimates of hospitalized 387 

children with severe traumatic brain injury: implications for clinical trials. Pediatrics. Jan 388 

2012;129(1):e24-30. 389 

18. Kuppermann N, Holmes JF, Dayan PS, et al. Identification of children at very low risk of clinically-390 

important brain injuries after head trauma: a prospective cohort study. Lancet. Oct 3 391 

2009;374(9696):1160-1170. 392 

19. Moler FW, Donaldson AE, Meert K, et al. Multicenter cohort study of out-of-hospital pediatric 393 

cardiac arrest. Crit Care Med. Jan 2011;39(1):141-149. 394 

20. Chamberlain JM, Okada P, Holsti M, et al. Lorazepam vs diazepam for pediatric status 395 

epilepticus: a randomized clinical trial. JAMA : the journal of the American Medical Association. 396 

Apr 23-30 2014;311(16):1652-1660. 397 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t

http://www.fda.gov/downloads
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm?fr=50.24
http://crash3.lshtm.ac.uk/


 

This article is protected by copyright. All rights reserved 

21. Holmes JF, Wisner DH, McGahan JP, Mower WR, Kuppermann N. Clinical prediction rules for 398 

identifying adults at very low risk for intra-abdominal injuries after blunt trauma. Annals of 399 

emergency medicine. Oct 2009;54(4):575-584. 400 

22. Moler FW, Silverstein FS, Holubkov R, et al. Therapeutic Hypothermia after Out-of-Hospital 401 

Cardiac Arrest in Children. New England Journal of Medicine. 2015. 402 

23. Badaki-Makun O, Scott JP, Panepinto JA, et al. Intravenous magnesium for pediatric sickle cell 403 

vaso-occlusive crisis: methodological issues of a randomized controlled trial. Pediatric blood & 404 

cancer. Jun 2014;61(6):1049-1054. 405 

24. Tzimenatos L, Kim E, Kuppermann N. The Pediatric Emergency Care Applied Research Network: a 406 

history of multicenter collaboration in the United States. Pediatric emergency care. Jan 407 

2015;31(1):70-76. 408 

25. Corneli HM, Zorc JJ, Mahajan P, et al. A multicenter, randomized, controlled trial of 409 

dexamethasone for bronchiolitis. The New England journal of medicine. Jul 26 2007;357(4):331-410 

339. 411 

26. Stanley R. EMSC Targeted Issues Grant Funding:  Progesterone for Traumatic Brain Injury in 412 

Children:  Planning a Safety and Efficacy Trial.  Available at 413 

http://www.emscresources.org/historicalgrants/searchResults.php?stateSearch=MI  Date 414 

Accessed 06-12-15. 415 

27. Vavilala MS, Bowen A, Lam AM, et al. Blood pressure and outcome after severe pediatric 416 

traumatic brain injury. The Journal of trauma. Dec 2003;55(6):1039-1044. 417 

28. Kochanek PM, Carney N, Adelson PD, et al. Guidelines for the acute medical management of 418 

severe traumatic brain injury in infants, children, and adolescents--second edition. Pediatric 419 

critical care medicine : a journal of the Society of Critical Care Medicine and the World 420 

Federation of Pediatric Intensive and Critical Care Societies. Jan 2012;13 Suppl 1:S1-82. 421 

29. Van Cleve W, Kernic MA, Ellenbogen RG, et al. National variability in intracranial pressure 422 

monitoring and craniotomy for children with moderate to severe traumatic brain injury. 423 

Neurosurgery. Nov 2013;73(5):746-752; discussion 752; quiz 752. 424 

30. The Established Status Epilepticus Treatment Trial. Available from: 425 

http://nett.umich.edu/clinical-trials/esett. Date of Access: 8/19/2016. 426 

31. Maas AI, Roozenbeek B, Manley GT. Clinical trials in traumatic brain injury: past experience and 427 

current developments. Neurotherapeutics : the Journal of the American Society for Experimental 428 

NeuroTherapeutics. Jan 2010;7(1):115-126. 429 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t

http://www.emscresources.org/historicalgrants/searchResults.php?stateSearch=MI
http://nett.umich.edu/clinical-trials/esett


 

This article is protected by copyright. All rights reserved 

32. Roberts I, Yates D, Sandercock P, et al. Effect of intravenous corticosteroids on death within 14 430 

days in 10008 adults with clinically significant head injury (MRC CRASH trial): randomised 431 

placebo-controlled trial. Lancet. Oct 9-15 2004;364(9442):1321-1328. 432 

33. Skolnick BE, Maas AI, Narayan RK, et al. A clinical trial of progesterone for severe traumatic brain 433 

injury. The New England journal of medicine. Dec 25 2014;371(26):2467-2476. 434 

34. Pusateri AE, Weiskopf RB, Bebarta V, et al. Tranexamic acid and trauma: current status and 435 

knowledge gaps with recommended research priorities. Shock. Feb 2013;39(2):121-126. 436 

35. Yutthakasemsunt S, Kittiwatanagul W, Piyavechvirat P, Thinkamrop B, Phuenpathom N, 437 

Lumbiganon P. Tranexamic acid for patients with traumatic brain injury: a randomized, double-438 

blinded, placebo-controlled trial. BMC emergency medicine. 2013;13:20. 439 

36. Crash-2 Collaborators IBS. Effect of tranexamic acid in traumatic brain injury: a nested 440 

randomised, placebo controlled trial (CRASH-2 Intracranial Bleeding Study). Bmj. 441 

2011;343:d3795. 442 

37. Beno S, Ackery AD, Callum J, Rizoli S. Tranexamic acid in pediatric trauma: why not? Critical care. 443 

Jul 2 2014;18(4):313. 444 

38. Nishijima DK, Monuteaux MC, Faraoni D, et al. Tranexamic acid use in United States children's 445 

hospitals. The Journal of emergency medicine. Jun 2016;50(6):868-874 e861. 446 

 447 

 448 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



 

This article is protected by copyright. All rights reserved 

Table 1.  Results: Demographics and Injury Data (Using Best GCS in the ED*) 

Characteristics 

 

N (%) 

 

Best GCS 3-8 

Severe TBI 

Best GCS 9-12 

Moderate TBI 

Number Enrolled 295 196 57 

Patient age in years 

(Median, Range) 
6.4 (0.1-17.9) 6.9 (0.1-17.9) 4.3 (0.1-17.9) 

Gender    

   Male 190 (64%) 124 (63%) 34 (60%) 

   Female 105 (36%) 72 (37%) 23 (40%) 

Race    

   White 162 (55%) 115 (59%) 26 (46%) 

   Black 65 (22%) 36 (18%) 18 (32%) 

   Other 20 (7%) 12 (6%) 3 (5%) 

   Unknown 48 (16%) 33 (17%) 10 (18%) 

Ethnicity    

   Hispanic 38 (13%) 24 (12%) 9 (16%) 

   Non-Hispanic 212 (72%) 144 (73%) 34 (60%) 

   Unknown 45 (15%) 28 (14%) 14 (25%) 

Mechanism of Injury    

MVC  88 (30%) 74 (38%) 9 (16%) 

Fall 69 (23%) 29 (15%) 26 (46%) 

Pedestrian/Bike Injury 36 (12%) 23 (12%) 8 (14%) 

Assault 21 (7%) 17 (9%) 4 (7%) 

Sports Related 22 (7%) 11 (6%) 1 (2%) 

Other 20 (7%) 10 (5%) 6 (11%) 
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Multiple 34 (12%) 28 (14%) 3 (5%) 

Unknown 5 (2%) 4 (2%) 0 (0%) 

Intubated at the time of 

best GCS in the ED 
180 (61%) 168 (86%) 12 (21%) 

Transfer from another 

hospital 
148 (50%) 113 (58%) 20 (35%) 

ICP Monitoring 67 (23%) 59 (30%) 8 (14%) 

MRI Obtained 89 (30%) 70 (36%) 13 (23%) 

*42 subject’s GCS improved to >12 in the ED therefore they are not included in columns 2 and 3 
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Table 2.  Reasons for Potential Exclusions for Future Interventional Trial and Percentage of 

Patients that Met Each Criterion  

Reason N (%) 

Died in the ED 15 (5%) 

Cardiac arrest with CPR prior to arrival   35 (12%) 

Non survivable injury determined in ED   32 (11%) 

Spinal cord injury resulting in neurologic deficit 19 (6%)  

Hypotension (age-defined) 27 (9%) 

Hypoxia (O2 sat < 90% for > 15 mins) 11 (4%) 

Penetrating head injury 10 (3%) 

Potential abusive head trauma           17 (6%) 

Total number of patients that met one or more exclusion criteria                        77 (26%) 
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Table 3.  Results: Time from Injury to Arrival in ED   

 Overall 

Cumulative frequency 

(%) 

Patients not transferred 

from another hospital  

Cumulative frequency 

(%) 

Patients transferred 

from another hospital  

Cumulative frequency 

(%) 

Hours 

After 

Injury 

Patient 

(N=284) 

Guardian 

(N=284) 

Patient 

(N=141) 

Guardian 

(N=142) 

Patient 

(N=143) 

Guardian 

(N=142) 

0-1 hour 100 (35%)  59 (21%) 97 (69%) 57 (40%) 3 (2%) 2 (1%) 

>1-2 hours 161 (57%) 112 (39%) 133 (94%) 96 (68%) 28 (20%) 16 (11%) 

>2-3 hours 199 (70%) 145 (51%) 136 (96%) 107 (75%) 63 (44%) 38 (27%) 

>3-4 hours 228 (80%) 183 (64%) 138 (98%) 122 (86%) 90 (63%) 61 (43%) 

>4-5 hours 247 (87%) 212 (75%) 139 (99%) 127 (89%) 108 (76%) 85 (60%) 

>5-6 hours 262 (92%) 232 (82%) 139 (99%) 132 (93%) 123 (86%) 100 (70%) 

>6-7 hours 268 (94%) 239 (84%) 139 (99%) 132 (93%) 129 (90%) 107 (75%) 
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Table 4.  Description of Types of Intracranial Injuries by CT  

Type of Injury N (%) 

Number of patients with CT scans 282 

Number with normal ED CT scans 92 (32.6%) 

Total number of patients with any CT finding* 190 

Traumatic findings on CT  

Skull fracture 106 (55.8%) 

Subdural hematoma  75 (39.5%) 

Cerebral edema 56 (29.5%) 

Basilar skull fracture  51 (26.8%) 

Subarachnoid hemorrhage  48 (25.3%) 

Cerebral hemorrhage  33 (17.4%) 

Pneumocephalus 31 (16.3%) 

Midline shift /shift of brain structures 30 (15.8%) 

Cerebral contusion 26 (13.7%) 

Extra-axial hematoma 21 (11.1%) 

Epidural hematoma  17 (8.9%) 

Herniation 15 (7.9%) 

Intraventricular hemorrhage 14 (7.4%) 

Other traumatic findings# 18 (8.9%) 

* Of the 190 with CT findings, 44 had one finding and 146 had more than one finding                                

# Diffuse axonal injury (3.7%), Shear injury (1.6%), and Traumatic infarction (1.6%), Diastasis of the 

skull (0.5%) and other 
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