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INTRODUCTION 

Since the introduction by Dalmau et al in 2007, 

numbers of reported anti-NMDAR encephalitis cases 

have increased with the growing interest of profes-

sionals in the diagnosis of this neurological condition 

(Dalmau et al. 2007). Although it was initially thought 

to be a rare phenomenon, more than 700 patients have 

been reported so far (Warren et al. 2018). The majority 

of the anti-NMDAR encephalitis cases are first seen by 

psychiatrists due to acute or subacute manifestations of 

psychiatric symptoms (Kayser & Dalmau 2011a). Agi-

tation, bizarre, and disinhibited behaviors, delusions, 

and hallucinations are the most commonly reported 

symptoms in these patients (Barry et al. 2015). Ap-

proximately 75% of the patients fully recover or have 

mild deficits in the long-term, while 25% remain 

severely disabled; and the anti-NMDAR encephalitis 

mortality rate is estimated to be around 4% (Warren et 

al. 2018). In this report, we aimed to present a rapidly 

progressing case of anti-NMDAR encephalitis with 

early psychiatric symptoms. 

 

CASE 

Female patient, aged 33, was admitted to our out-

patient clinic by her family due to her “odd and blank” 

gazes, sudden, short crying spells, uneven temper, and 

emotional dullness which abruptly started 15 days ago. 

Before her referral to the clinic, she had already used 

fluoxetine 20 mg, lorazepam 2 mg, and quetiapine 

200 mg in different admissions for her symptoms. In 

each outpatient visit, those medications had been 

discontinued because none of them were beneficial. 

Despite the previous pharmacological interventions, 

her situation had progressed. She had told her husband 

she could communicate with God and would be 

punished for her sins; but for the last three days, she 

had refused to talk. 

Her personal history revealed that she had to close 

down her business almost one year ago due to her 

debts; however, there were no psychiatric complaints 

back then. She had a cheerful, vibrant personality in 

the past; but her behaviors in the last few days were 

unexpected. She had no history of substance abuse. 

She had recently been diagnosed with allergic eczema 

and had received antihistamines one month before her 

psychiatric admission. After her hospitalization for 

further investigation; she had intermittent agitations 

with catatonia and mutism and her speech was mostly 

incoherent. Despite these clinical features; her initial 

physical and neurological examination and laboratory 

workup was normal, so we decided to follow her up 

without any psychiatric medication. Her agitations were 

managed by occasional parenteral haloperidol injec-

tions as needed, but she eventually developed orofacial 

dyskinesia (sucking–like movements). Her electroence-

phalography (EEG) showed widespread delta, theta and 

triphasic wave patterns and magnetic resonance 

imaging (MRI) revealed asymmetric signal changes in 

the right temporal horn. On the fourth day of her 

follow-up, she had few myoclonic seizures and one 

status epilepticus activity which was managed by 

intravenous diazepam. On the following day, her vital 

signs became unstable; and she had rigidity, high fever, 

elevated CK levels, and mild leucocytosis which raised 

the suspicion of the neuroleptic malignant syndrome. 

Therefore she was started on bromocriptine treatment, 

but she was later transferred to the intensive care unit 

due to the continued deterioration of her medical con-

dition. Lumbar puncture was performed and viral and 

anti-NMDAR encephalitis panels were studied. Anti-

NMDAR antibodies were found positive in both serum 

and cerebrospinal fluid (CSF). Methylprednisolone 

treatment was administered for 7 days and intravenous 

immunoglobulin (IVIG) treatment was planned. Plas-

mapheresis could not be performed due to her auto-

nomic instability. Whole-body computerized tomo-

graphy (CT) scan was done to scan for malignancy; 

and an abdominal CT scan showed a right adnexal 

lesion which was consistent with ovarian teratoma. 

The patient was later scheduled for tumor resection; 

however, she died upon the 12th day of the ICU 

admission due to cardiovascular collapse. 

 

DISCUSSION 

Anti-NMDAR encephalitis is a neurological di-

sease that has an acute or subacute onset and may 

present with emotional and behavioral changes, short-
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term memory problems, cognitive impairment, and 

seizures (Hermans et al. 2018). The typical course of 

the illness includes flu-like prodrome which is later 

followed by the neuropsychiatric phase including cog-

nitive and behavioral symptoms. Delusions, halluci-

nations, mania, agitation, changes in speech, disorga-

nized behavior, movement abnormalities, dysautono-

mia, hypoventilation, seizures, executive dysfunction, 

impulsivity, sleep abnormalities can be seen through 

the course of the illness (Kruse et al. 2015). Even 

though they are not pathognomonic; MRI may show 

hyperintensities in cortical or subcortical brain regions. 

EEG is usually abnormal with slow and disorganized 

activity in the delta/theta range (Kayser and Dalmau 

2011b). The definitive diagnosis is made by detecting 

specific antibodies in serum or CSF (Graus et al. 

2016). Almost half of the cases are associated with 

neoplasms with the majority being ovarian teratoma. 

Interestingly, psychiatric symptoms are found to be 

more common in teratoma related cases (Warren et al. 

2018). The treatment includes a symptomatic approach 

and first-line (steroids, IVIG, plasma exchange, or 

both) or second-line (rituximab, cyclophosphamide, or 

other) immunotherapies; however, rituximab is increa-

singly being considered as first-line therapy (Graus et 

al. 2016). Early diagnosis, no history of ICU, initiation 

of immunotherapy, and tumor removal (if present) are 

considered as positive prognostic factors for anti-

NMDAR encephalitis (Hermans et al. 2018). 

Reports on the pathophysiology of anti-NMDAR 

encephalitis suggest that flu-like symptoms in the pro-

dromal stage of the disease may trigger an autoim-

mune reaction (Dalmau et al. 2007). Even though our 

patient had no flu-like prodromal stage; she was 

previously treated for dermatitis. It can be speculated 

that dermatitis may have also acted as another auto-

immune trigger, but this assumption needs more clinical 

evidence. The patients with anti-NMDAR encephalitis 

may have many psychiatric diagnoses in the process 

until they get a definitive neurological diagnosis. 

Schizophrenia diagnosis among these patients is very 

frequent, due to their psychotic symptoms (Kayser & 

Dalmau 2011a). There are reports of some cases who 

were treated with psychosis diagnosis for several years 

(Huang et al. 2015, Simabukuro et al. 2015). In our 

case, psychiatric complaints were the main reason for 

the admission; yet the patient had a poor response to 

initial and previous psychiatric treatment modalities. 

Not including the previous psychiatric treatments, the 

time spent until the definitive diagnosis after her 

admission was 33 days. This delay in diagnosis of our 

patient can be linked to the symptoms mimicking a 

primary psychiatric illness; lack of neurological findings 

at the admission; the presence of a psychosocial stressor 

and the rapid clinical progression. This similarity of the 

symptoms between psychosis and encephalitis has 

given rise to the concept of autoimmune psychosis. 

Detection of anti-NMDAR antibodies may lead to new 

trends for treating psychosis. 

In this case report, we wanted to draw attention to a 

rare neurological disorder which primarily presents 

with psychiatric symptoms and raise medical awa-

reness among clinicians in order to provide an early 

and effective diagnosis and treatment potential. Clini-

cians should consider anti-NMDAR encephalitis as a 

possible diagnosis especially in patients with no 

familial or personal psychiatric history, acute presen-

tation, complex neuro-psychiatric symptoms, and poor 

response to psychiatric medications. Although we can 

not fully clarify the mechanisms caused by the auto 

antibodies underlying all the psychotic symptoma-

tology; the fact that auto-immunity plays a role in 

some patients may facilitate the discovery of new 

approaches for the treatment. 
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