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Abstract
Traumatic brain injury (TBI) is a serious public health problem in the United

States, yet no treatment is currently available to improve outcome after TBI. Approved for
use in TBI in 59 countries, citicoline is an endogenous substance offering potential
neuroprotective properties as well as facilitated neurorepair post injury.

To determine the ability of citicoline to positively affect functional and cognitive
status in persons with complicated mild, moderate, and severe TBI.

The Citicoline Brain Injury Treatment Trial (COBRIT),
a phase 3, double-blind randomized clinical trial conducted between July 20, 2007, and
February 4, 2011, among 1213 patients at 8 US level 1 trauma centers to investigate effects
of citicoline vs placebo in patients with TBI classified as complicated mild, moderate, or
severe.

Ninety-day regimen of daily enteral or oral citicoline (2000 mg) or placebo.

Functional and cognitive status, assessed at 90 days using
the TBI-Clinical Trials Network Core Battery. A global statistical test was used to analyze
the 9 scales of the core battery. Secondary outcomes were functional and cognitive
improvement, assessed at 30, 90, and 180 days, and examination of the long-term
maintenance of treatment effects.

Rates of favorable improvement for the Glasgow Outcome Scale-Extended were
35.4% in the citicoline group and 35.6% in the placebo group. For all other scales the rate
of improvement ranged from 37.3% to 86.5% in the citicoline group and from 42.7% to
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CONCLUSION:

TRIAL REGISTRATION:

84.0% in the placebo group. The citicoline and placebo groups did not differ significantly at
the 90-day evaluation (global odds ratio [OR], 0.98 [95% CI, 0.83-1.15]); in addition, there
was no significant treatment effect in the 2 severity subgroups (global OR, 1.14 [95% CI,
0.88-1.49] and 0.89 [95% CI, 0.72-1.49] for moderate/severe and complicated mild TBI,
respectively). At the 180-day evaluation, the citicoline and placebo groups did not differ
significantly with respect to the primary outcome (global OR, 0.87 [95% CI, 0.72-1.04]).

Among patients with traumatic brain injury, the use of citicoline compared
with placebo for 90 days did not result in improvement in functional and cognitive status.

clinicaltrials.gov Identifier: NCT00545662.
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