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Figure 3. Waking electroencephalography | week after
discontinuation of valproic acid. revealing normal back-
ground activity. Calibration marks: | second, 100 pV.

hours after valproic acid discontinuation. The abnormali-
ties observed were not mental deterioration, as in previous
reports [3-5], but instead appeared to be a rapidly progres-
sive alteration in state of consciousness. Had valproic acid
treatment been continued, this patient might have appeared
to manifest mental deterioration or dementia, possibly
raising suspicion of a neurodegenerative disorder with a
subacute or chronic course.

An important feature in this patient is the correlation
between clinical manifestations and EEG findings of
slowing during wakefulness. Most previously reported
pediatric cases of reversible brain atrophy and mental
deterioration associated with valproic acid therapy dem-
onstrated normal background EEG activity [4.5]. How-
ever, McLachlan’s study [3] indicated that the waking
EEG during a mentally abnormal state of a patient receiv-
ing valproic acid treatment presented slowing of back-
ground activity (8-Hz slow alpha rthythm) dominated in
the bilateral occipital area in a patient 13 years of age.

Valproic acid-induced mental changes and brain atro-
phy may be associated with parkinsonism in adults [10].
Armon et al. reported that 11 of 16 patients manifesting
parkinsonism during valproic acid therapy demonstrated
progression of cerebral atrophy [10]. CT was obtained in
two patients whose signs were reversible after discontin-
uation of valproic acid. In pediatric cases, mental change
and brain atrophy can occur either in isolation ([5] and
present case) or in association with neurclogic signs such
as tremor, ataxia, and nystagmus [3,4]. Thus, this syn-
drome is variable: mental state may deteriorate rapidly,
subacutely, or chronically, and with or without other
.neurologic signs, such as tremor. Rate of recovery also is
variable.

The pathogenesis of these reversible phenomena is
unknown, although interference with the pituitary-adrenal
axis and changes in blood-brain barrier permeability have
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been hypothesized [3]. Irrespective of mechanisms, a drug
effect should be considered whenever brain atrophy and
rapid change of consciousness occur in a patient receiving
valproic acid. Even if other indications of valproic acid
toxicity are lacking, valproic acid treatment should be
discontinued without delay as further evaluation proceeds.
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