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P I T T S B U R G H — Children taking the an-
ticonvulsant vigabatrin should have base-
line and follow-up magnetic resonance
imaging, because the drug has been asso-
ciated with new-onset MRI hyperintensi-
ties in about 20% of those who take it, Dr.
Phillip L. Pearl reported in a poster at the
annual meeting of the Child Neurology
Society.

Although the drug has never received
Food and Drug Administration ap-
proval—because it can cause retinotoxic-
ity with visual field constriction in about
30% of patients—some patients do re-
ceive it for compassionate use or in Insti-
tutional Review Board–approved proto-
cols, Dr. Pearl said in an interview. U.S.
patients usually obtain it from Canada. Vi-
gabatrin is widely available outside the
United States.

“Our results seem to support the origi-
nal preclinical concerns about this drug,”
said Dr. Pearl, a pediatric neurologist at
the Children’s National Medical Center,
Washington.

The drug irreversibly inhibits gamma-

aminobutyric acid transaminase. He de-
scribed vigabatrin’s effects on imaging in
15 patients (aged 11 months to 11 years)
who underwent MRIs while taking it. Di-
agnoses included tuberous sclerosis com-
plex (five patients), cortical dysplasia
(five), cryptogenic infantile spasms (two),
Down syndrome (one), metabolic en-
cephalopathy (one), and mesial temporal
sclerosis (one).

All of the patients had abnormal MRI
scans during the course of vigabatrin ther-
apy. However, three infants with normal
baseline scans (two with cryptogenic in-
fantile spasms and one with Down syn-
drome, all aged 12-13 months) experi-
enced new-onset, vigabatrin-related T2
hyperintensities, Dr. Pearl said.

In one patient with infantile spasms, the
abnormal signal occurred in the basal gan-
glia, thalami, anterior commissure, and
brainstem. The second patient, who had
Down syndrome, experienced the in-
creased signal in the thalami, tectum, and
corpus callosum. The signal occurred in the
brainstem, palladi, and dentate nuclei of
the third patient, who had infantile spasms.
Diffusion-weighted imaging indicated in-
tracellular cytotoxic edema in all three.

At the time of the abnormal scan, the
mean dose of vigabatrin was 143 mg/kg
per day, and the mean duration of thera-
py was just over 3 months. All of the ab-
normal signalling resolved when vigabatrin
was discontinued. The abnormal scans in
the other 12 patients were all related to
their underlying diagnoses. The mean dose
of vigabatrin at the time of their abnormal
scan was 77 mg/kg per day, and the mean
duration of therapy was 14 months.

Because the new-onset abnormalities
appeared in very young patients, Dr. Pearl
said, infants may represent a high-risk
group and should be carefully followed by
a neurologist. He said the abnormalities
may be symptomatic, but he has not iden-
tified their clinical significance with cer-
tainty.

New-onset hyperintensities related to vi-
gabatrin may be even more common, ac-
cording to Dr. Pearl. ■

Digestive system: Frequent: gastrointestinal hemorrhage Infrequent: colitis, esophageal ulcer,
esophagitis, fecal incontinence, intestinal obstruction, mouth ulceration, stomach ulcer, stomatitis,
tongue edema Rare: hematemesis, hemorrhagic gastritis, intestinal perforation, intestinal stenosis,
jaundice, large intestine perforation, megacolon, melena 
Hemic and Lymphatic system: Infrequent: macrocytic anemia Rare: purpura, thrombocythemia
Metabolic and Nutritional disorders: Infrequent: hypocalcemia
Musculoskeletal system: Infrequent: bone necrosis, muscle atrophy Rare: arthrosis
Nervous system: Frequent: abnormal gait, anxiety, hyperkinesia, hypertonia, neuropathy, tremor
Infrequent: agitation, aphasia, circumoral paresthesia, convulsion, delusions, dementia, dysarthria,
dysautonomia, dysesthesia, emotional lability, facial paralysis, foot drop, hemiplegia, hypesthesia,
incoordination, manic reaction, myoclonus, neuritis, neurosis, paranoid reaction, personality disorder,
psychosis, wrist drop Rare: apathy, delirium, hostility, manic depressive reaction, myelitis, neuralgia,
psychotic depression, stupor
Respiratory system: Frequent: cough increased Infrequent: apnea, emphysema, laryngismus, pleural
effusion, pneumothorax Rare: interstitial pneumonia, larynx edema, lung fibrosis
Skin and Appendages: Infrequent: eczema, urticaria Rare: exfoliative dermatitis, leukoderma
Special senses: Infrequent: blepharitis, deafness, diplopia, eye hemorrhage, eye pain, glaucoma, kerati-
tis, ptosis, retinal degeneration, taste perversion, visual field defect Rare: blindness, parosmia, photopho-
bia, retinal detachment, retinal hemorrhage, strabismus, taste loss, vestibular disorder
Urogenital system: Frequent: hematuria, urinary incontinence Infrequent: acute kidney failure, dys-
menorrhea, dysuria, kidney calculus, nocturia, polyuria, scrotal edema, sexual function abnormal,
urinary retention, urination impaired, vaginal hemorrhage, vaginal moniliasis, vaginitis Rare: abnor-
mal ejaculation, amenorrhea, anuria, epididymitis, gynecomastia, hydroureter, leukorrhea, priapism
OVERDOSE 
No cases of AZILECT overdose were reported in clinical trials.
Rasagiline was well tolerated in a single-dose study in healthy volunteers receiving 20 mg/day and
in a ten-day study in healthy volunteers receiving 10 mg/day. Adverse events were mild or moderate.
In a dose escalation study in patients on chronic levodopa therapy treated with 10 mg of rasagiline
there were three reports of cardiovascular side effects (including hypertension and postural hypoten-
sion) which resolved following treatment discontinuation.
Symptoms of overdosage, although not observed with rasagiline during clinical development, may
resemble those observed with non-selective MAO inhibitors.

Although no cases of overdose have been observed with rasagiline, the following description of present-
ing symptoms and clinical course is based upon overdose descriptions of non-selective MAO inhibitors.
Characteristically, signs and symptoms of non-selective MAOI overdose may not appear immediate-
ly. Delays of up to 12 hours between ingestion of drug and the appearance of signs may occur.
Importantly, the peak intensity of the syndrome may not be reached for upwards of a day following
the overdose. Death has been reported following overdosage. Therefore, immediate hospitalization,
with continuous patient observation and monitoring for a period of at least two days following the
ingestion of such drugs in overdose, is strongly recommended.
The clinical picture of MAOI overdose varies considerably; its severity may be a function of the amount of
drug consumed. The central nervous and cardiovascular systems are prominently involved.
Signs and symptoms of overdosage may include, alone or in combination, any of the following:
drowsiness, dizziness, faintness, irritability, hyperactivity, agitation, severe headache, hallucinations,
trismus, opisthotonos, convulsions, and coma; rapid and irregular pulse, hypertension, hypotension
and vascular collapse; precordial pain, respiratory depression and failure, hyperpyrexia, diaphoresis,
and cool, clammy skin.
There is no specific antidote for rasagiline overdose. The following suggestions are offered based
upon the assumption that rasagiline overdose may be modeled after non-selective MAO inhibitor poi-
soning. Treatment of overdose with non-selective MAO inhibitors is symptomatic and supportive.
Respiration should be supported by appropriate measures, including management of the airway, use
of supplemental oxygen, and mechanical ventilatory assistance, as required. Body temperature should
be monitored closely. Intensive management of hyperpyrexia may be required. Maintenance of fluid
and electrolyte balance is essential.
A poison control center should be called for the most current treatment guidelines.
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Deficits Linger in Pediatric Self-Limiting Leukodystrophies
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P I T T S B U R G H —  Two previously unde-
scribed self-limiting leukodystrophies ap-
pear to affect infants and children, leaving
them with residual neurologic deficits de-
spite resolution of severe abnormalities of
white matter with cavitations, Dr.
SakkuBai Naidu, said at the annual meet-
ing of the Child Neurology Society.

Dr. Naidu, director of the neurogenet-
ics unit at the Kennedy Krieger Institute,

Baltimore, described the disorders in eight
children.

The first unnamed disorder she de-
scribed occurred in six neonates, two of
whom were monozygotic twins. All six in-
fants developed neurologic symptoms
within the first week of life. Apathy ap-
peared initially, followed by lethargy and
seizures requiring intubation. “The initial
magnetic resonance imaging was not in-
formative, except for abnormal diffusion-
weighted imaging,” she said in an inter-
view. “However, 2 weeks later, the white

matter developed large cystic cavitations
throughout the corona radiata.”

At that point, the infants had improved
clinically, were weaned from ventilators,
and placed on anticonvulsants. They later
developed hypotonia progressing to mild
spasticity, without recurrence of seizures.

Follow-up MRIs at 1 year showed com-
plete resolution of the cavitations without
significant brain atrophy. However, all the
infants had cortical blindness and were de-
velopmentally delayed.

The second recently discovered

A scan of basal ganglia of a child on
VGB shows signal abnormality.

The signal abnormality resolved once
the child discontinued VGB therapy.
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leukodystrophy disorder was found in two
older children who were healthy and de-
velopmentally normal until the second
decade of life, Dr. Naidu reported. Initial
symptoms were insidious, starting with
progressive dementia, and then followed
by dystonia, rigidity, and ataxia. Imaging
showed a similar kind of bilateral cystic
cavitation in the cerebellum with abnor-
mal white matter.

By the end of the second decade of life,
however, disease progression had stabi-
lized. Imaging showed that the lesions had
improved, although both children were
left with residual rigidity, ataxia requiring
aids for walking, and dementia.

“The most devastating MRI changes and
clinical manifestations in the two condi-
tions appear to have an age-associated on-
set, but self-limiting course, suggesting
that timing identifies specific MRI changes,
and time determines the clinical outcome
in some disorders,” Dr. Naidu said. ■

NIH Funds Web-
Based Neuroimaging
Tools Clearinghouse

The National Institutes of Health has
awarded a 5-year, $3.8-million 

contract to establish the Web-based Neu-
roimaging Informatics Tools and Re-
sources Clearinghouse. The clearing-
house, which will focus initially on
functional magnetic resonance imaging,
will hold neuroimaging tools, vocabular-
ies, and databases, and will provide ongo-
ing opportunities for public comment. 
For more information, visit www.
neuroscienceblueprint.nih.gov. ■


