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Anti-NMDA and Anti-CASPR2 Overlap
Syndrome: Clinical Features and Pathophysiological
Mechanisms of Autoimmune Encephalitis.

A Case Report
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Introduction. Autoimmune encephalitis (AE) is a group of severe, inflammatory, immune-me-
diated diseases of the central nervous system caused by autoantibodies directed against neuronal
surface or synaptic proteins. The occurrence of multiple autoantibodies in AE is a rare phenom-
enon caused by several possible pathophysiological mechanisms. Dual seropositivity (anti-NM-
DAR and anti-CASPR2) causes an “overlapping” syndrome, resulting in a complex, atypical clini-
cal and radiological phenotype.

Methods. A clinical case of a 65-year-old man with new-onset seizures is presented alongside
a literature review of the etiology, diagnostics and clinical features of multiple auto-antibodies
occurrence in autoimmune encephalitis.

Results. The patient arrived for consultation because of a single bilateral tonic-clonic seizure
six months prior. Neither the patient nor his family reported subsequent seizures, behavioral
changes or other health complaints. Radiological signs of limbic encephalitis were described on
brain magnetic resonance tomography (MRI) and dual-positive (anti-NMDA and anti-CASPR2)
autoimmune antibodies were detected in serum. The patient was followed by urologists because
of a history of urinary bladder carcinoma (pTaNOMO, grade 1) that had been treated with tran-
surethral resection. Videoelectroencephalography (VEEG) and videopolysomnography revealed
bilateral interictal discharges in the frontotemporal areas, multiple focal seizures with subtle mo-
tor signs emerging from the same regions as well as a severe and predominantly central sleep
apnea. Dual-positive autoimmune encephalitis antibodies were confirmed in cerebrospinal fluid.
Chest X-ray, computed tomography and abdominal ultrasound revealed no abnormalities. Meth-
ylprednisolone pulse therapy led to rapid clinical improvement and resolution of epileptic activ-
ity on EEG.

Conclusions. This case reflects a relatively mild clinical presentation of double-positive auto-
immune encephalitis accompanied by significant radiological and electrophysiological findings.
This emphasizes the importance of a comprehensive evaluation of older patients with new-onset
seizures as well as the possibility of subtle symptomatology in rare forms of autoimmune en-
cephalitis.
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