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Case study: August 2012-March 2013

59 year old female academic 

Background: dyslipidemia, arterial hypertension, 
osteoporosis, hyperthyroidism,  obesity. 

Onset of involuntary movements 15-20 daily left face

Normal brain MRI, Normal EEG

Severe Bizarre Obsessive Behavior, Memory Erased

Hyponatremia 





Differential Diagnosis

Neurodegenerative disease: Creutzfeld-Jakob Disease: 
No specific EEG, MRI or tau in CSF.

Systemic disease: Normal antibodies to thyroid. No 

elevated ACE and negative scans, normal reactive bone 
marrow. 

Autoimmune disease: SLE and similar diseases ruled out by 

blood antibodies and markers. Paraneoplastic diseases 

ruled out by blood antibodies. 

POSITIVE antibodies to LGI1 1:2000 in blood, 1:16 in CSF. 







Clinical Features

 Seizures: Faciobrachial dystonic seizures with 
poor response to antiepileptic medication 
and with temporal lobe activity. 

Cognitive and behavioral dysfunction. 

REM sleep behavior disorder. 

Hyponatremia in 60%. 



Treatment

Treated with steroids, plasma exchange 
and azathioprine. 

Immediate benificial effect on movements. 

Near nomalization of cognition and 
behavior over 2 years. 



From Vincent et al., Lancet Neurology 
2011



New Antibody Mediated Encephalopathies



Case Study 2

 22 year old ♀

 Trip to Berlin… Confusion, Agitation

 2 ERs → Psychiatry …. Loss of consciousness, Seizures

 Neurology: LP, CT, MRI all Normal. 

 EEG generalized slowing=encephalopathy

 Abdominal CT …. Mature Teratoma of Ovary

 Rx Plasma Exchange and anti-epileptic 



Synopsis (Wikipedia)

The book narrates Cahalan's issues 

with anti-NMDA receptor 

encephalitis and the process by 

which she was diagnosed with this 

form of encephalitis. She wakes up 

in a hospital with no memory of the 

events of the previous month, 

during which time she would have 

violent episodes and delusions. Her 

eventual diagnosis is made more 

difficult by various physicians 

misdiagnosing her with several 

theories such as "partying too 

much" and schizoaffective disorder.

https://en.wikipedia.org/wiki/Anti-NMDA_receptor_encephalitis
https://en.wikipedia.org/wiki/Encephalitis
https://en.wikipedia.org/wiki/Schizoaffective_disorder


NMDA antibody related Encephalitis



NMDA linked to models of schizoprenia



Systemic autoimmune diseases directly 

causing neurological disease

Systemic Lupus Erythematosus

Antiphospholipid Syndrome

Sjogren Syndrome

Rheumatoid Artheritis

Vasculitis



Systemic manifestation of APS in 

mice immunized with 2-GPI
2GPI

BALB/c

Thrombocytopenia

Prolonged aPTT

CNS involvement

Serology

anti-CL / anti-PS

anti-b2GPI

Elevated fetal resorbtions

Low placental weight

Low embryos weight

Low fecundity

Obstetrics



IgG (green) in Inhibitory Neurons in eAPS
J Autoimmun. 2014 Dec;55:86-93. 



In vivo IgG staining of GABAergic neurons



5HT(1A) changes autoradiography



Branch analysis and dendritic spine density



Golgi Cox-impregnated neurons in 
hippocampal CA1 

Frauenknecht, K. et al. Neuropathology and applied neurobiolog 2014





Prevalence of pathogenic antibodies in first 

episode psychosis. Deakin J, Lennox BR, Zandi MS. 

Biol Psychiatry. 2014;75:284-91

3 of 46 patients with first episode psychosis had 

pathogenic antibodies, prevalence 6.3% (1.9-16.5) ()

2 had NMDAR antibodies (score 2, score 1.5).  1 had 
VGKC-complex antibodies (1435 pM; normal<100).

All three of the patients have DSMIV schizophrenia. 

None of the group as a whole developed typical autoimmune 

encephalitis or other neurological diagnosis.





Major Finding in Lennox Lancet Psychiatry
2017



Antibody Induced Brain Dysfunction 

Underdiagnosed. 

Treatable. 

Needs better methods for screening

Needs better understanding  of pathogenesis  



Thank you


