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"A great war leaves the country with three armies - an army of cripples, an army 

of mourners, and an army of thieves."     ~German Proverb

“The only winner in any war is medicine”



Every talk/paper on trauma or DCR…

•“hemorrhage remains the most common 
cause of death on the battlefield”

•“…remains the most common 
POTENTIALLY PREVENTABLE cause…”

•TBI?



MILITARY DATA

•Review of US deaths in Vietnam (n=210)

•Causes of death
•head injury in 50%

•bleeding in 22%

•4 surgeon panel review
•25% possibly preventable “today”

Blood et al., J Trauma 2002
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Wide Variety of Mechanisms

Prognosis?







•Mortality only 6%

•80% underwent craniectomy

•Looked at 2-year outcomes

• GCS 3-5  = 32% functional independence

• GCS 6-8  = 63%

• GCS 9-11 = 74%



REALITIES OF ENVIRONMENT

• Capture all severe TBI but with OVERTRIAGE

• Interventions must be effective

• Benign and wide safety margin

Sensitivity > Specificity



Overview
• Rationale

–Preclinical data

–Clinical data

• Study design

• Approach

• Discussion



Traumatic Brain Injury



Preclinical data



FFP 

decreased 

lesion size & 

swelling 

within 6-8 hrs
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Lyophilized 

plasma was 

equally 

effective



Equally effective in a 

polytrauma model 



Improved 

functional 

recovery and 

lesion size on 

MRI



PFC Scenario:

Decreased lesion 

size

Decreased fluids



Downregulation of inflammatory

pathway genes and expression of gene 

clusters mapping to increased metabolic 

and platelet signaling



Better platelet, 

coagulation, endothelial, 

and mitochondrial  

functions



Decrease in Brain Lesion Size and Edema 

Within 6 hrs- High dose VPA (300 mg/kg)
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Jin et al. J Trauma 2012

Valproic Acid for TBI



Neurological Impairment & Recovery – POD 1

NS NS+VPA



Combination Tx:
Blood-brain barrier 

integrity



Clinical data



Better 

survival in 

TBI 

subgroup







Different 

endotypes

TBI patients 

process 

plasma 

differently





Participants: Eight Level 1 centers

Clinical Sites:

Regulatory: Broom Street Associates, Wilmington, DE

Single IRB: Vanderbilt University

EFIC:  University of Alabama at Birmingham

• Northwestern Memorial Hospital, Northwestern University (NMH) 

• Vanderbilt University Medical Center (VUMC) 

• Los Angeles County, University of Southern California Medical Center (USC) 

• Oregon Health & Science University Hospital (OHSU) 

• Froedtert Hospital, Medical College of Wisconsin (MCW) 

• Parkland Memorial Hospital, UT Southwestern (PMH) 

• University of Alabama at Birmingham (UAB) 

• University of California Davis Medical Center (UCD) 









• Key points:

– early head CT (time=0)

– randomization

– 2U plasma within 1 hr*

– CT at 24 hrs

– Clinical parameters

– 3 & 6 month functional 

outcomes







FFP In Traumatic BRAin INjury (FIT-BRAIN) 

Trial

Supported by Congressionally Directed Medical Research 

Program Contract # W81XWH-09-1-0520

FDA Approved (IND # 30035)

Approved by cIRB as an EFIC Trial

Registered on ClinicalTrials.gov NCT06062888



Right Care - TBI



The Long 

Tail of TBI
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