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Anti‑NMDA receptor encephalitis 
with phenytoin toxicity: 
A diagnostic dilemma and 
management challenge

Sir,

Anti‑N‑methyl D‑aspartate receptor (NMDAR) 
encephalitis is an immune‑mediated disease 
characterised by a complex neuropsychiatric 
syndrome and the presence of antibodies against 
NMDAR in cerebrospinal fluid (CSF). The disease is 
rare, with an estimated incidence of 1.5 per million 
populations per year with female to male ratio of 8:2.[1] 
Here, we report a case that presented with seizures 
after phenytoin overdose and later on diagnosed as 
anti‑NMDAR encephalitis.

A 23‑year‑old male presented to the emergency 
department with the Glasgow Coma Scale score of 
E2VT M2 on mechanical ventilation with a history of 
phenytoin overdose and seizure episodes. History 
from the relatives revealed that he allegedly took 30 
tablets of 100 mg phenytoin after which he became 
unconscious with abnormal movement of the head, 
trunk and body. He was taken to a local hospital where 
he was intubated and referred to our hospital. He was 
a known case of seizure disorder for 2 months and was 
taking phenytoin and phenobarbitone for the same.

On examination, vitals were stable, pupils were 
sluggishly reactive to light, and the patient was 
having persistent head-nodding and dyskinesia of 
limbs. Routine investigations were within normal 
limits. Serum phenytoin levels were 29.66 µg/dL. 
The patient was put on levetiracetam and midazolam 
infusion along with other supportive treatment. 
However, the symptoms were not resolved, and 
the patient was put on other drugs like lacosamide, 
oxcarbazepine and haloperidol. Computed 
tomography (CT) brain, magnetic resonance imaging 
(MRI) brain, electroencephalography (EEG) and CSF 
examination were within normal limits. With due 
course of treatment, abnormal movement of limbs 
decreased and the patient was weaned from the 
ventilator and extubated on the 10th day of admission; 
however, unresponsiveness and head‑nodding were 
still persistent. To detect the cause of unexplained 
persistent abnormal movements, repeat CSF was sent 

for autoimmune epilepsy evaluation tests, which 
came out to be positive for NMDAR antibodies and a 
diagnosis of anti‑NMDAR encephalitis was made. The 
patient was then started on 1 gm methylprednisolone/
day for 5  days. The patient was not having any 
significant improvement and head‑nodding continued. 
Plasmapheresis was then started on alternate days for 
5  cycles after which the patient became responsive 
and head‑nodding subsided, however, slight facial 
dyskinesis was persistent. The patient was discharged 
and was asymptomatic after a follow‑up of 2 months.

NMDAR encephalitis is considered a multistage 
disease, characterised by nonspecific prodromal 
flu‑like symptoms, followed by psychiatric symptoms 
in the initial phase and later neurological alterations 
like abnormal movements, seizures, dysautonomia or 
coma. Movement disorders and seizure are seen in 
about 70% of adults.[2]

Diagnosis in this patient was difficult as the patient 
presented with overlapping symptoms of phenytoin 
overdose and was in critical condition. Phenytoin 
has both cardiac and neurological effects. It blocks 
the sodium channels in the cardiac tissue and 
causes junctional bradycardia and sinus arrest.[3] 
The neurological effects of phenytoin overdose are 
concentration‑dependent and can range from mild 
nystagmus to ataxia, slurred speech, vomiting, 
lethargy, and eventually seizures, coma, and death.[4] 
The symptoms like dyskinesia, seizure and coma are 
common manifestations of both phenytoin toxicity 
and anti‑NMDAR encephalitis. These non‑specific 
symptoms along with normal EEG and radio imaging 
studies lead to a diagnostic dilemma. Delayed diagnosis 
and complications associated with intensive care unit 
(ICU) stay was a management challenge. To date, 
there has been no prospective open‑label treatment 
trial to evaluate the efficacy of treatments available, 
and all existing evidence is graded as Class IV.[5] The 
treatment approach involves first‑line therapies with 
steroids, intravenous immunoglobulins  (IVIg), or 
plasma exchange (PE) and second‑line therapies with 
rituximab or cyclophosphamide if needed.[2] Some of 
the clinicians prefer comprehensive immunotherapy 
with rituximab, IVIg or PE, and methylprednisolone 
upfront all at the same time and some prefer a stepwise 
approach. We followed a stepwise approach with 
corticosteroids initially followed by plasmapheresis 
after non‑response, which successfully aborted the 
symptoms.
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Careful consideration of the syndrome and determination 
of IgG antibodies in CSF is crucial to prevent misdiagnosis. 
It is still not clear as to whether one should use a 
comprehensive immunotherapy approach or a stepwise 
approach for its management. The debate is still open 
and more scientific evidence is awaited.
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Anaesthesia management for 
Winchester syndrome

Sir,

We report a case of Winchester syndrome for femur 
fracture fixation, which was successfully managed in 
our hospital. It was interesting because no prior medical 
literature exists on its anaesthesia management, to 
date.

A 15‑year‑old male, a known case of Winchester 
syndrome with distal left femur fracture was 

scheduled for intramedullary nailing. He had a 
history of seizure disorder since birth for which he 
was on oral medication. His older sibling also had the 
same genetic disorder. Apart from this, past/personal/
birth/family history were all normal. On physical 
examination, he was a short, stubby male, afebrile, 
with a height of 4ft.11 inches, weight of 50 kg, a 
scoliotic spine, dark, leathery, dull skin, coarse 
facial features, heart rate of 120/min and a blood 
pressure of 110/60 mmHg [Figure 1]. His pulmonary, 
cardiac, neurological and abdominal examination 
were unremarkable. His airway examination 
revealed a Mallampati II grading, with stiffness of 
temporomandibular (TM) joints, inter‑incisor distance 
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