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Chlormethiazole in the treatment of neonatal status epilepticus
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Summary
A pre-term neonate with status epilepticus resistant
to conventional treatment but who responded to a
chlormethiazole infusion is reported. Nineteen days
of continuous infusion was required before treatment
could be discontinued and oral phenytoin substituted.
Chlormethiazole should be considered in the treat-
ment of resistant convulsions in the newborn.

KEY WORDS: status epilepticus, neonate, chlormethiazole.

Introduction

Intermittent convulsions occur in 1% of neonates
(O'Donohoe, 1979); status epilepticus is a less com-
mon problem. Drugs that are routinely used to
control status epilepticus include phenobarbitone,
phenytoin, diazepam and paraldehyde, together with
the correction of any metabolic defect. We report a
case of a newborn infant who had convulsions which
were extremely resistant to conventional treatment
and which only responded to an intravenous infusion
of chlormethiazole.

Case report
A female infant was born at 33 weeks gestation,

birth weight 2.3 kg, to a 31-year-old healthy primi-
gravida. There was no family history of epilepsy.
Pregnancy was uneventful until premature labour of
spontaneous onset; this was arrested for 3 days with a
salbutamol infusion and then delivery allowed. The
baby was born vaginally with forceps used to protect
the head. Minimal resuscitation was required: Apgar
scores were 8 at 1 min and 10 at 5 min. Over the next
few hours, signs of respiratory distress developed.
Intermittent positive pressure respiration and in-
creased oxygen concentration were required to main-
tain ventilation and transfer to Westminster Chil-
dren's Hospital was arranged. Soon after the arrival
of the Westminster transport team, the infant devel-
oped generalized violent shaking of all limbs and a
rapid increase in oxygen requirement. A symptoma-

tic diagnosis of status epilepticus was made. Intra-
venous phenobarbitone (10 mg/kg) was given with
no improvement in the convulsions; a further bolus
of 10 mg/kg only caused slight reduction. Over the
next 45 min, intravenous dextrose (2 ml 50%),
pyridoxine (50 mg), calcium gluconate (0 5 ml 10%),
diazepam (25 mg), intramuscular paraldehyde (0 5
ml) and magnesium sulphate (0.5 ml) were given in
sequence. Laboratory tests prior to this medication
showed Na+ 140 mmol/litre, K+ 3.7 mmol/litre, urea
12-7 mmol/litre, Ca"+ 2-1 mmol/litre, Mg++ 08
mmol/litre, glucose 5-2 mmol/litre. A lumbar punc-
ture revealed no abnormalities.
The abnormal movements subsided sufficiently to

allow transfer to the Westminster Children's Hospi-
tal, but on arrival she was markedly irritable and
jittery and the convulsions recurred. Partial control
was possible with intravenous phenytoin (10 mg/kg),
further intermittent doses of paraldehyde and even-
tually a diazepam infusion (0 3 mg/kg/hr). At 18 hr
of age, the convulsions persisted and were almost
continuous. A chlormethiazole infusion (10
mg/kg/hr) was started despite there being little
information on its use in the neonate. The convul-
sions stopped promptly but during the next 10 days
each time an attempt was made to reduce the
chlormethiazole dosage, the convulsions returned.
An electroencephalogram (EEG) done at this time
showed widespread abnormal bilateral paroxysmal
activity; when the EEG was recorded during separate
bolus infusions of diazepam, phenytoin and chlor-
methiazole, the best control of epileptic activity was
achieved by the chlormethiazole. It became possible
to stop the drug only after 19 days; oral phenytoin
was introduced at 16 days.
An ultrasound brain scan at 5 days of age revealed

a grade 3 intraventricular haemorrhage; mild hydro-
cephalus subsequently developed as evidenced by an
increasing head circumference and serial ultrasound
brain scanning. This initially arrested after a single
ventricular tap.
At the age of 10 weeks, her development was

normal and there was a social smiling response. An
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EEG revealed only occasional multifocal areas of
paroxysmal activity which were particularly evident
when she was drowsy.

Progressive hydrocephalus became apparent at 3
months and was managed by insertion of a Spitz-
Holter valve. At 6 months of age, development was
within normal limits, there had been no further
convulsions and the phenytoin was discontinued.

Discussion

Chlormethiazole* has been shown to be an effec-
tive anticonvulsant in the control of adult status
epilepticus (Harvey, Higgenbottom and Loh, 1976)
and in severe toxaemia of pregnancy (Duffus, Tun-
stall and MacGillivray, 1968). There are few reports
of its use in children; Lingam et al. (1980) described a
series of children with intractable epilepsy who
showed good response. Several problems with the
drug have been reported including thrombophlebitis,
respiratory depression, drug absorption onto giving
sets and dependency with withdrawal. Thrombophle-
bitis was the only problem that was encountered in
this case; peripheral intravenous lines remained
patent for at most 12 hr and eventually a central
long-line was inserted to maintain the constant
infusion.
The cause of the convulsions in this patient

remains speculative. No metabolic abnormality was
found, the delivery was not traumatic, the Apgar
scores did not suggest birth asphyxia; respiratory

*Chlormethiazole-Heminevrin/Astra Pharmaceuticals Ltd.

distress syndrome together with a presumed hypoxic
period and intraventricular haemorrhage are the
most likely possibilities.
The reasons for the resistance to conventional

therapy are equally uncertain. A vicious cycle of
convulsions leading to increased cerebral oxygen
consumption and cerebral hypoxia leading to further
convulsions may have been responsible. Chlormethi-
azole proved to be extremely effective in this
situation where other drugs were not. We feel that
chlormethiazole should be considered in neonatal
status epilepticus not responding to conventional
drug treatment. We are not aware of any previous
reports of the use of this drug in the neonatal period.
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