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Question
In patients who have a first tonic-
clonic seizure, is immediate treatment
at the time of recurrence better than
deferred treatment for increasing the
number of patients who have complete
seizure control for 1 and 2 years?

Design
Randomised controlled trial with
> 2-year follow-up.

Setting
3 5 university and hospital centres in Italy.

Patients
419 patients who were > 2 years of age
(73% 2: 16 y of age, 56% men) and
were seen within 7 days of a first, wit-
nessed, unprovoked, primarily or sec-
ondarily generalised seizure. Exclusion
criteria included acute symptomatic
seizures, progressive neurological dis-
orders, substance addiction, use of
epileptogenic drugs < 1 week before
the seizure, and psychiatric illness.

Intervention
Patients were allocated to receive
treatment immediately after the first

Commentary

seizure (n - 215) or in the event of a
recurrent seizure only (deferred treat-
ment, n ~ 204). Anticonvulsants were
selected by patients' physicians and
included carbamazepine (n = 93),
phenytoin (n = 11), phenobarbital (« =
13 5), and valproic acid in = 47).

Main outcome measures
Recurrence and number of patients
who were in remission for 1 to 2 years.

Main results
Analysis was by intention to treat. At 2
years, fewer recurrent seizures after the
first seizure occurred in patients who re-
ceived immediate treatment than in those
who received deferred treatment {P <
0.001}*. After adjustment for prognostic
factors, which included age; seizures with
partial onset; history of such risk factors
as stroke, head trauma, and brain surgery;
and abnormal electroencephalographic

findings, the risk for first recurrence v
50% lower in patients who received ii
mediate treatment than in those who J
ceived deferred treatment (Table). T
probability of achieving a 1 - or 2 -year I
mission was similar for both treatrner
(Table).

Conclusion
Immediate treatment after a fir
tonic-clonic seizure was not associate
with a greater probability of achiei
ing a 1- or 2-year remission than wa
treatment at the time of first seizm
recurrence.
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*P value calculated From data in article.

Immediate (at first seizure) vs deferred (after recurrence only) treatment]

Outcome at 2 years

Recurrence

Outcomes at 2 years

1-year remission
2-year remission

Immediate

24%

Immediate

87%
68%

Deferred

42%

Deferred

83%
60%

Adjusted RRR+
(95% CI)

50% (40 to 70)

Adjusted RBIf
(CI)

3% (-15 to 28)
4% (-18 to 30)

NNT (a).:;;:

6 (4 to 12);;;;;

N N T :•;•;••::

Not significant;
Not significant-;

f Abbreviations defined in Glossary. RRR and RBI estimated from Cox proportional hazafij:
model; N N T and CI calculated from data in article.
^Adjusted for prognostic factors. :
^Adjusted for time at which treatment was started. ;:.

Until recently, patients who presented with
single seizures routinely received long-term
treatment because of concerns that seizure
recurrence was inevitable and seizures were
part of a progressive process, that is, sei-
zures beget seizures. By suppressing sei-
zures, treatment interrupted this process
and improved long-term outcome (1), The
study by Musicco and colleagues is an im-
portant addition to the growing body of lit-
erature that dispels these concerns. Their
previous report showed that immediate
treatment after a first seizure reduced the
risk for a second seizure, but patients who
were not treated did not necessarily have
a recurrence (2). This report shows that the
reduction in risk for recurrence afforded by

immediate treatment does not translate into
a better long-term seizure outcome.

There are 4 characteristics of the study
. design that are of note, although they do
not detract from the overall message: 1) the
exclusion of patients with partial seizures
without secondary generalisation, 2) the in-
clusion of patients with a history of'episodes
that may represent unrecognised seizures
before the index tonic-clonic seizure, 3) a
high reliance on phenobarbital,.and 4) the
sample of primarily adult patients.

Many reasons compel initiation of treat-
ment (3). Concern about the progressive
nature of early seizures and the belief that
early treatment improves outcome, espe-
cially at the outset of the disorder, are not

reasons to start treatment after the first se-
zure. Such decisions should rest on si;KM
assessment of the goals and benefits of ffe?["
ment for each patient. . ••.[ .>; . :
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