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CONGENITAL FAMILIAL DISORDER

HYPEREKPLEXIA; RESPONSE TO CLONAZEPAM

Sixteen patients, including 1 neonate, in a large 5 generation family
with hyperekplexia (startle disease or congenital stiff-man syndrome) were
treated with clonazepam at the University of Texas Health Science Center, San
Antonio, TX. All showed dramatic and sustained improvement. Clonazepam
was introduced at a dose of 0.5 mg (0.125 - 0.25 mg for children at bedtime).
The total daily dose in children did not exceed 1.5 mg and increases of .125
to .25 mg were made every third day until the symptoms improved. (Ryan SG
et al. Startle disease, or hyperekplexia: response to clonazepam and
assignment of the gene (STHE) to chromosome 5q by linkage analysis. Ann
Neurol June 1992; 31:663-668.) (Correspondence: Dr. Ryan, Department of
Pediatrics, the University of Texas Health Science Center, 7703 Floyd Curl Drive, San
Antonio, TX 78284-7814.)

COMMENT. Hyperekplexia is a distinctive clinical syndrome of
hypertonia and exaggerated startle responses that is inherited as an
autosomal dominant. This familial form of hyperekplexia responds to
clonazepam whereas the less frequent nonfamilial form sometimes fails
to respond. A late onset variant with symptoms arising in adolescence
responded dramatically to valproate and was not benefited by
clonazepam. (Andermann F et al. Brain 1980; 103:985.)

Of 15 patients with hyperekplexia identified in 3 families at the
Departments of Neurology and Pediatrics, Wayne State University
School of Medicine, Detroit, MI, 3 infants died unexpectedly during the
neonatal period. Patients treated with clonazepam (0.1-0.2 mg/kg/day)
had no serious apneic episodes and startle reflexes induced by nose
tapping were diminished (Nigro MA, Lim HCN. Hyperekplexia and
sudden neonatal death. Pediatr Neurol May/June 1992; 8:221-225).
Hyperekplexia is included in the differential diagnosis of neonates with
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apnea, aspiration pneumonia, episodic muscular rigidity and near miss
SIDS. Nose tapping to elicit the hyperekplexic startle response should
be included in the routine examination of newborns. See Ped Neurol
Briefs May 1991; 5:36. The primary pysiological abnormality in
hyperekplexia involves spinal as well as brainstem hyperexcitability
(Matsumoto J et al. Ann Neurol July 1992; 32:41-50).

LISSENCEPHALY: CAUSAL HETEROGENEITY

Clinical, cytogenetic and molecular studies in 65 patients with isolated
lissencephaly sequence (ILS) are reported from Indiana University School of
Medicine, Indianapolis; Tufts New England Medical Center, Boston; Eastern
Virginia Medical School, Norfolk; University of Washington School of
Medicine, Seattle; and Baylor College of Medicine, Houston. All patients had
type I lissencephaly of varying severity and a grossly normal cerebellum; 17%
had agenesis of the corpus callosum and 21% had cavum septi pellucidi. The
facial appearance was described as essentially normal, but subtle abnormalities
were observed, including microcephaly (71%), bitemporal hollowing (70%),
abnormal nasal bridge (49%), and small jaw (58%). All were severely
mentally retarded, and 76% had a mixed seizure disorder that progressed to
infantile spasms in 35%. Seizures were uncommon during the first few
months of life, but opisthotonos was often reported. Hypotonia evolved into
spasticity, and feeding difficulties usually improved after several days or
weeks. During pregnancy, prolonged or heavy vaginal bleeding occurred in
12% and flu-like syndromes in the mothers of 12%. CP and MRI appearances
showed a smooth cerebral surface with open sylvian region, a typical "figure-
8" appearance on axial images and enlarged posterior lateral ventricles
(colpocephaly). Molecular studies showed microdeletions in chromosome band
17p (6 patients). Other causes included autosomal recessive inheritance,
intrauterine infection and intrauterine perfusion failure. The calculated risk
of recurrence in sibs was 7% (Dobyns WB et al. Causal heterogeneity in
isolated lissencephaly. Neurology July 1992; 42:1375-1388). (Reprints:
Dr. William B. Dobyns, Division of Pediatric Neurology, University of Minnesota, P.O. Box
380, 420 Delaware Street SE, Minneapolis, MN 55455.)

COMMENT. For further reports on lissencephaly see Ped Neur Briefs
August 1991; 5:59-60; June 1992; 6:48. The role of human fetal
ependyma in the pathogenesis of some cerebral malformations such as
lissencephaly/pachygyria and holoprosencephaly is reviewed by
Dr. Harvey B. Sarnat in Pediatr Neurol May/June 1992; 8:163-78.
Lissencephaly is a primary disturbance of neuroblast migration
associated with abnormal gyration of the cerebral cortex. Ependymal
abnormalities include persistence of the fetal pseudostratified columnar
organization and subventricular rosettes of ependymal cells. The author
provides an excellent account of the pathogenesis of cerebral
dysgenesis‘ (Correspondence after August 15: Dr. Sarnat, Children’s Hospital, CH-
49, 4800 Sand Point Way N.E., Seattle, WA 98105.)

CONGENITAL HYDROCEPHALUS AND SEIZURES

The frequency of seizures and long-term outcome in 68 children with
congenital hydrocephalus not associated with myelomeningocele were
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