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Case Report

Anti–N-methyl-d-aspartate (NMDA) receptor 
encephalitis is characterized by a clinical presentation 

of new-onset behavioral changes, cognitive dysfunction, 
neurologic abnormalities, and autonomic dysregulation. 
Autoimmune encephalitis affects females to males in a 4:1 
ratio. The median age at onset is age 21 years, and there 
is greater prevalence among Blacks than Whites. The 
diagnosis is made through the detection of anti-NMDA 
receptor antibodies in the cerebrospinal fluid (CSF), and 
treatment includes intravenous immunoglobulin (IVIG), 
glucocorticoids, and plasmapheresis.1

Case Report
A 31-year-old Black man with a history of asthma, 

psoriasis, and obesity presented to the emergency department 
with a 1-month onset of behavioral changes of acute physical 
aggression with family members, insomnia, paranoia, and 
impulsivity. The patient had previously attempted to climb 
a fence in the middle of the night and got into a stranger’s 
car. He was evaluated at 3 different psychiatric facilities 
within 1 month. At each facility, he was held overnight 
and then discharged. The patient displayed no neurologic 
abnormalities, and he was never involuntary committed. He 
received a diagnosis of bipolar I disorder and was started on 
sodium valproate and risperidone. The patient’s symptoms 
continued to worsen despite taking medications, and his 
parents drove out of state to move their son in with them 
for further care. In route to seeking care for the fourth time, 
he became paranoid and caused his family to crash their 
vehicle (no resulting injuries). 

In the emergency department, he received large quantities 
of antipsychotics and benzodiazepines for severe agitation, 
resulting in respiratory failure and intensive care unit (ICU) 
admission. The psychiatry department was consulted the 

day of admission and initiated IV sodium valproate and 
IV haloperidol for severe agitation, while the ICU team 
managed IV dexmedetomidine (0.7 mcg/kg/h). Given the 
lack of personal and family psychiatric history, sudden onset, 
treatment-refractory agitation, low-grade fever (37.8°C), 
and autonomic instability of persistent hypertension and 
tachycardia, the psychiatry team recommended neurologic 
workup. The neurologic examination revealed no focal 
neurologic deficits, movement disorders, seizures, changes 
in speech, posturing, or abnormal reflexes.

Neurology workup included negative head computed 
tomography and brain magnetic resonance imaging (MRI) 
scans, and EEG showed no epileptiform discharges. CSF 
showed mild pleocytosis with lymphocytic predominance 
and was negative for infectious etiology. No empiric treatment 
was given. CSF collected on day 5 of admission was positive 
15 days later for NMDA receptor antibody. Treatment was 
then initiated with IV methylprednisolone, IVIG, and oral 
rituximab. His vital signs normalized, the agitation resolved, 
and he was discharged to outpatient neurology and tapered 
off all psychiatric medications.

Discussion
This complex case highlights barriers to identifying 

autoimmune encephalitis when no neurologic symptoms 
are present, which are normally central to disease detection. 
The incidence of seizures during the acute phase is 57%–
82%.1 Facial and limb dyskinesias occur in 75% of cases.2 
Decreased level of consciousness is present in > 80% of 
cases, and speech disorders are prevalent in > 70%.1 The 
lack of neurologic changes resulted in no recommendation 
of medical workup during psychiatric encounters prior to 
hospitalization. The negative MRI and EEG further lowered 
suspicion for autoimmune encephalitis, and, therefore, the 
patient was not treated empirically. Empiric treatment with 
immunotherapy is recommended when suspicion is high 
for autoimmune encephalitis even before confirmation with 
antibodies.3

There is also evidence of disparities in the misdiagnosis 
of psychiatric disorders in Black versus non-Black patients. 
The diagnosis of schizophrenia is 5 times more likely in 
Black patients compared to White patients hospitalized 
with symptoms of psychosis.4 Black patients with bipolar 
disorder have higher rates of misdiagnosis and are 
prescribed antipsychotics at a higher rate than White 
patients.5 Unintended racial bias for psychiatric illness 
over a neurologic disease may have delayed detection and 
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empiric treatment. This case demonstrates the importance 
of differential diagnosis and medical workup of new-onset 
psychiatric symptoms.

Published online: June 15, 2023.
Relevant financial relationships: None.
Funding/support: None.
Acknowledgments: The authors thank Ashish Sharma, MD (University of 
Nebraska Medical Center, Omaha, Nebraska) for his assistance with the 
manuscript and publication process. Dr Sharma has no relevant financial 
relationships to declare.
Patient consent: The authors declare that they obtained written consent 
from parties legally responsible of the individual(s) discussed in this article. 
Information has been de-identified to protect anonymity.

REFERENCES

  1.	 Dalmau J, Armangué T, Planagumà J, et al. An update on anti-NMDA 
receptor encephalitis for neurologists and psychiatrists: mechanisms and 
models. Lancet Neurol. 2019;18(11):1045–1057. PubMed CrossRef

  2.	 Acién P, Acién M, Ruiz-Maciá E, et al. Ovarian teratoma-associated anti-
NMDAR encephalitis: a systematic review of reported cases. Orphanet J 
Rare Dis. 2014;9(1):157. PubMed CrossRef

  3.	 Abboud H, Probasco JC, Irani S, et al; Autoimmune Encephalitis Alliance 
Clinicians Network. Autoimmune encephalitis: proposed best practice 
recommendations for diagnosis and acute management. J Neurol 
Neurosurg Psychiatry. 2021;92(7):757–768. PubMed CrossRef

  4.	 Schwartz RC, Blankenship DM. Racial disparities in psychotic disorder 
diagnosis: a review of empirical literature. World J Psychiatry. 
2014;4(4):133–140. PubMed CrossRef

  5.	 Akinhanmi MO, Biernacka JM, Strakowski SM, et al. Racial disparities in 
bipolar disorder treatment and research: a call to action. Bipolar Disord. 
2018;20(6):506–514. PubMed CrossRef

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31326280&dopt=Abstract
https://doi.org/10.1016/S1474-4422(19)30244-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25312434&dopt=Abstract
https://doi.org/10.1186/s13023-014-0157-x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33649022&dopt=Abstract
https://doi.org/10.1136/jnnp-2020-325300
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25540728&dopt=Abstract
https://doi.org/10.5498/wjp.v4.i4.133
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29527766&dopt=Abstract
https://doi.org/10.1111/bdi.12638

