Challenges and successes
In developing clinical trials in neurotrauma
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Brain trauma- the
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Commonest cause of death under the age of
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Major cause of morbidity
Advances
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Prevention
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Chinical trials in TBI

A Medical A Surgical
A Pharmacological Aflnternal decompr
A Intracerebral haematoma
A Hypothermia i STITCH
i Eurotherm AARExternal decompr
i Polar A Decompressive craniectomy
I DECRA
I RESCUEicp

I RESCUE-ASDH



Pharmacological Treatments in TBI

Progesterone (SYNAPSE PROTECT)
Dexamethasone

Methyl Prednisolone (CRASH 1)
Tirilazad

Anticonvulsants

Nimodipine

Barbiturates

Tromethamine (THAM - a buffer)
PEG SOD

NMDA receptor antagonists

Inotropes

Canabinoids

Cyclosporin

IL-1ra

Tranexamic acid (Multiple trauma)
Tranexamic acid (TBI)

none
none

worse

none

none

none

none

none

none

none

none

none

? awaited

planned

Less bleeding (CRASH 1)
awaited (CRASH llI)



Medical treatment - failure of clinical trials of

neuroprotective drugs in head injury

AUncertainty about robustness of pre-clinical data
ANon-conclusive results from phase Il trials
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Unclear therapeutic window

Dosage / blood brain barrier penetration
nadequate trial design / analysis
Heterogenelty of patient population

P00r outcome assessment
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