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was negative. Brain magnetic resonance imaging 
revealed no abnormality. Electroencephalography was 
normal. Ultrasonography of abdomen and chest X‑ray 
was normal. Serum phenytoin level was markedly 
increased  (>40 µg/ml). Phenytoin was stopped and 
levetiracetam 500 mg bd and clonazepam 0.5 mg tds 
was started. All his symptoms including opsoclonus–
myoclonus were gradually disappeared over next 
15  days. Therefore, phenytoin‑induced opsoclonus–
myoclonus ataxia syndrome was the final diagnosis. 
The repeat estimation of serum phenytoin level was 
within normal limits. The patient became seizure free 
at follow‑up at 3 months.

Phenytoin side effects are ataxia, nystagmus, slurred 
speech, decreased coordination, dysarthria, diplopia, 
choreoathetosis, orofacial dyskinesias and mental 
confusion.[2] Other uncommon side effects like 
ophthalmoplegia, seizure and encephalopathy (lethargy, 
delirium, psychosis, stupor or coma) may be seen, 
especially when serum phenytoin level  >40 µg/ml.[3] 
Chronic use of phenytoin medication is associated 
with persistent cerebellar dysfunction and atrophy of 
cerebellar vermis along with loss of Purkinje cells.[4]

OMS is a rare neurological disorder and is also known as 
the “dancing eye‑dancing feet syndrome.” Opsoclonus 
is defined as the occurrence of involuntary, repetitive 
rapid conjugate ocular saccades that are irregular in 
amplitude and frequency, occur in all directions without 
an intersaccadic interval. Myoclonus occurs in most of 
OMS cases. OMS may be associated with ataxia, tremor, 
dysarthria and psychiatric symptoms.

OMS is more common in children. The most common 
cause of OMS in children is paraneoplastic, especially 
due to neuroblastoma, parainfectious and congenital. 
The exact pathophysiology of OMS is not known. Baets 
et al.[5] had demonstrated loss of cerebellar purkinje and 
granular cell layer in autopsy of OMS of paraneoplastic 
origin.

Since OMS is a rare disease, so there are no 
guidelines regarding its management? In children 
with neuroblastoma, it  usually resolves with 
adrenocorticotropic hormone (ACTH), or corticosteroid. 
There are reports in which clonazepam, baclofen, 
valproate had provided significant symptomatic relief 
to these patients.[6]

In our patient there was history of appearance of OMS 
after recent increment of dose of phenytoin and initially 
his symptoms were unresponsive to levetiracetam. There 
was significant response and complete resolution after 
withdrawal of phenytoin and addition of clonazepam 

with evidence of significant raised phenytoin level 
suggests that OMS was attributed to phenytoin toxicity. 
Although phenytoin and carbamazepine are known 
to aggravate myoclonic jerks in most of myoclonic 
epilepsies but phenytoin toxicity presenting as OMS had 
not reported till date.
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Commentary

The opsoclonus–myoclonus syndrome  (OMS) is 
a pluriethiological neurological disorder, seldom 
encountered in the medical practice, affecting 1 in 
10 000 000 people annually, producing about 60 infections 
worldwide every year. In children, the most frequent 
cause of OMS is the neuroblastoma, in more than 50% 
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of the cases, appearing precociously between 1.5 and 
2  years. In adults, it is associated as a paraneoplastic 
manifestation during the evolution of the breast 
neoplasm, small‑cell lung cancer, kidney or pancreas 
carcinoma or gall bladder, but also with the autoimmune 
diseases, the Hashimoto disease, in the presence of 
autoantibodies oriented against neurons—anti‑neuronal 
antibody type 2—or the cerebellar Purkinje cells.[1] Other 
causes of the OMS may be streptococcal infections,[2] 
the celiac disease, hydroelectrolyte imbalance, cerebral 
anoxia or cerebral hemorrhage. The infectious causes 
involved in the appearance of the OMS are frequently 
viral: Coxsackie B2, B3, Epstein Barr, the Saint Louis 
encephalitis virus, hepatitis C virus, rubella, mumps, 
cytomegalovirus, the Whipple disease, the herpes simplex 
virus,[3] HIV,[3] the West Nile virus, but there are also 
descriptions of infections with Mycoplasma pneumonia,[4] 
Rickettsia or Borrelia burgdorferi as triggering factors 
of the OMS. Among the medications associated with 
OMS, amitriptyline, haloperidol and diazepam have 
been quoted. In the article published by Verma R, 
Kumar S, Biyani S, Singh A “Opsoclonus Myoclonus 
Syndrome induced by phenytoin intoxication” in Journal 
of Neurosciences in Rural Practice the association with 
phenytoin is described for the first time.[5]

The OMS is to be translated by opsoclonus-involuntary, 
rapid, multivectorial and conjugated movements of the eyes, 
even during the sleep, without concomitant modifications 
of the visual field; myoclonus  –  short, involuntary 
movements of the torso, with or without ataxia or other 
cerebellar signs, sleepiness or speech disorders – dysphasia, 
strabismus or vomiting. The traditional treatment of 
OMS is with ACTH  (adrenocorticotropic hormone), 
corticotherapy – prednisone or methylprednisolone – in 
high doses of 500 mg – 2 g/day for 3‑5 days, intravenous 
immunoglobulin for 3‑5 days and weekly plasmapheresis 
for 6 weeks. In the cases associated with the administrations 
of anti‑epileptic drugs, it is necessary to change the 
therapy in order to solve the neurological episode. The 
cases which are refractory to the treatment are treated 
with chemotherapy – cyclophosphamide (Cytoxan), the 
association of cyclophosphamide and dexamethasone, 
azathioprine or cyclosporine. The bio‑therapy with 
Rituximab[6] which ties the antigen CD20 of the mature 
B cells by reducing the level of B cells within the 
cerebrospinal fluid proved to be beneficial in the cases 
of OMS appeared as paraneoplastic manifestations. The 
cases associated with tumoral affections require surgical 
interventions—the extirpation of the tumor while the 
OMS appeared in the evolution of viral infections is 
generally in remission once the infectious trigger regresses 
or concomitant to the administration of antibiotics in the 
case of the Lyme disease, for example, ceftriaxone sodium.

The symptomatic treatment with clonazepam or 
trazodone is efficient in ameliorating the irritability and 
sleeping disorders.

According to the etiology, the prognostic of OMS is 
variable but it is admitted that the long‑term evolution 
is associated with neurological sequels in 80% of cases—
frequently manifested by speech and behavior disorders, 
which can be controlled by a immunomodulatory 
therapy.[1]

We consider that every case of OMS published contributes 
to the deepening of the etiology of this syndrome, the 
precocious recognition of the diagnosis and the prompt 
initiation of the treatment.

This case expands the spectrum of OMS etiology and 
has an important impact in the long‑term management 
of patients with phenytoin treatment.
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