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: Prophylactic antiepiieptic drugs reduce early seizure after
injury but not death or neurological disability
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jjjiestion
vjii patients with acute traumatic head
Injury, do prophylactic antiepiieptic
drugs reduce seizures, disability, and

:death?

Data:spurces
•: :i Sfiidies were identified using MED-
/••"•LINE (1966 to 1996), EMBASE/

:#cerpta Medica (1982 to 1996),
&NAHL (1982 to 1996), BIDS (1981

;'v:tp.:I996), and Dewent Biotechnology
yi Abstracts. In addition, specialised regis-
:•; :tries of controlled trials were searched,
:.::;including the Cochrane Library; addi-

naljoiirnais and conference proceed-
; /lings were hand searched; bibliographies
...of/relevant studies were scanned; and
.••study investigators and manufacturers of

iV antiepiieptic agents were contacted.

$tudy selection
•:;.: Studies were selected if they were ran-

,: |.,: dptnised controlled trials of antiepiieptic
':H;. drugs in patients with acute traumatic
• ••• u head injury. Trials were excluded if the

"intervention was started > 8 weeks after
: .the injury.

Data extraction
i -Data were extracted on patient charac-
1 ...teristics; antiepiieptic drug used and
-treatment regimen; follow-up; and

[Commentary
.: .The review by Schierhout and Roberts con-

.; firms that there is little point in prescribing
i.:: atitiepileptic drugs for prophylaxis of late

j .seizures after head injury; in fact, they may
j : produce adverse effects. But antiepiieptic
! drugs are highly effective in reducing early
j .seizures. The studies examined civilian co-
(:; horts with serious head injuries and high
(: -risk for seizures; 10% to 15% developed
I ;late seizures. Phenytoin was used in 4 of
•••••:.*he 6 studies. Most patients who had an
. ..early seizure dropped out and were offered
: .antiepiieptic medication.

••.'•;• Poor compliance was a problem: Only a
. few patients reliably took their medication

;: beyond 6 to 9 months. In 1 study using

occurrence of early (in the first week
after injury) and late seizures, nonfatal
adverse effects, neurological disability,
and death. Study quality was assessed
independently by 2 reviewers.

Main results
10 trials (2036 patients) were included;
6 trials (1217 patients) provided data
for a meta-analysis. Data on early sei-
zures were available in the 4 studies in
which antiepiieptic drugs were started
within 24 hours. Fewer patients who
received antiepiieptic drugs had early
seizures than patients who received pla-
cebo or no drug (P < 0.001) (Table).
All 6 studies examined Sate seizures,
but heterogeneity existed. The median
follow-up was 2 years. The summary
relative risk increase (RRI) on the 4 stud-
ies that were blinded and used the same
drug (phenytoin) was {28% (95%
CI -10 to 81)}*. 5 studies (1054 patients)
showed no benefit of antiepiieptic drugs

Antiepiieptic drugs vs placebo or no drug after head injuryt

on mortality (P = 0.137) (Table). Of
2 trials that assessed neurological dis-
ability, neither showed a benefit with
antiepiieptic drugs, and 1 showed a trend
toward a worse outcome {RRI 49%,
CI 6 to 108}*. 2 trials showed an increase
in sldn rashes in patients who received
antiepiieptic drags.

Conclusion
Prophylactic antiepiieptic drags reduce
early seizures after acute traumatic head
injury but do not reduce late seizures,
neurological disability, or death.
Source of funding: NHS R&D Maternal and
Child Health Progi-amme.
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'Numbers calculated from data in article.

Outcome

Early seizure

Outcome

Death

Weighted event rates

Antiepiieptic
drugs

8.7%

Placebo or
no drug

15%

Weighted event rates

Antiepiieptic
drugs

17.1%

Placebo or
no drug

15.2%

RRR (95% CI)

66% (46 to 79)

RRI (CI)

15% (-11 to 51)

NNT(CI)

16 (11 to 35)

NNH

Not significant

fAbbreviations defined in Glossary; RRR, RRI, NNT, NNH, and CI calculated from
data in article.
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phenobarbital, poor compliance was asso-
ciated with increased risk for seizures, per-
haps explained by a reduced seizure thresh-
old during acute withdrawal. In another
study, however, first seizures were not as-
sociated with low drug levels.

I recommend that phenytoin be given
within a few hours of a serious head in-
jury, particularly if risk factors exist for sei-
zures. It should be continued for a few-
weeks and then slowly withdrawn if no
seizures occur. Good compliance is essen-
tial. Family doctors need to know that
phenytoin should not be prescribed indefi-
nitely. If an early seizure occurs, then it
may be appropriate to continue with

carbamazepine rather than phenytoin (1),
But whether any value can be found in
continuing antiepiieptic medication to pre-
vent late seizures in patients who have had
an early seizure is not known.
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