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Cortical encephalitis is a recognized manifestation of 
myelin oligodendrocyte glycoprotein antibody-associ-
ated disease (MOGAD), characterized by seizures and 
unilateral cortical fluid-attenuated inversion recovery 
(FLAIR) hyperintensity.1,2 Although anti-tumor necrosis 
factor (TNF) therapy has been associated with central 
nervous system (CNS) demyelinating events, its relation-

ship with MOGAD remains unclear.3 We report a patient 
with Crohn’s disease receiving anti-TNF therapy who de-
veloped MOGAD presenting as cortical encephalitis.

■■ CASE

A 28-year-old man with Crohn’s disease who had been 
treated with infliximab every 8 weeks for 2 years pre-
sented with recurrent abnormal movements of the left 
hand. The episodes consisted of intermittent flexion and 
tremulous movements of the second through fourth dig-
its, lasted several seconds, and occurred multiple times 
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A 28-year-old man with Crohn’s disease receiving infliximab developed focal motor seizures 

with unilateral cortical hyperintensity on brain magnetic resonance imaging and serum myelin 

oligodendrocyte glycoprotein (MOG)-immunoglobulin G positivity, consistent with MOG anti-

body-associated disease (MOGAD) presenting as cortical encephalitis. His symptoms improved 

after corticosteroid therapy. MOGAD should be considered in patients receiving anti-tumor ne-

crosis factor therapy who develop new-onset cortical manifestations.
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per day. Neurological examination between episodes 
was unremarkable. Although electroencephalography 
showed no epileptiform discharges, the events were 
stereotyped, brief, and recurrent, consistent with focal 
motor seizures.

Brain magnetic resonance imaging revealed focal 
FLAIR hyperintensity in the right perirolandic region 
with subtle enhancement (Fig. 1). Diffusion-weight-
ed imaging showed no definite diffusion restriction. 
Cerebrospinal fluid analysis revealed no pleocyto-
sis, normal biochemical findings, and no oligoclonal 
bands. Evaluation for infectious and autoimmune 
encephalitis, as well as neoplastic and vascular caus-
es, was unremarkable. However, serum MOG-im-
munoglobulin G (IgG) testing using a live-cell flow 
cytometry assay (EONE Laboratories, Incheon, Korea) 
was positive, with a mean fluorescence intensity ratio 
of 5.33 (positive, >2.61; borderline, 2.02-2.61; negative,  
≤2.02). The patient was treated with high-dose intrave-
nous methylprednisolone and no recurrence of symp-
toms was observed during follow-up.

■■ DISCUSSION 

This case is consistent with the cortical encephalitis 
phenotype of MOGAD, initially described by Ogawa et 
al.2 and subsequently characterized by Budhram et al.4 

This phenotype, termed FLAIR-hyperintense lesions 
in anti-MOG-associated encephalitis with seizures 
(FLAMES), is characterized by focal seizures, unilat-
eral cortical FLAIR hyperintensity, and a favorable 
response to immunotherapy.

The patient had received infliximab every 8 weeks 
for 2 years before symptom onset. Although anti-TNF 
agents are widely used, paradoxical immune-mediated 
neurological adverse events, particularly demyelin-
ating disorders, have been increasingly recognized.3 
Anti-TNF-associated demyelination has primarily been 
linked to multiple sclerosis-like syndromes; however, 
emerging evidence suggests that other inflammatory 
demyelinating disorders may also occur.3 Anti-TNF-as-
sociated MOGAD appears to be rare. In the largest avail-
able series, exposure to an anti-TNF agent at MOGAD 
presentation was identified in only a small minority 
of patients (five of 336 MOGAD cases).5 Reported cases 
have demonstrated considerable clinical heterogeneity, 
including cortical encephalitis (FLAMES), optic neuri-
tis, myelitis, and brainstem involvement. These events 
have been associated with multiple TNF inhibitors, with 
symptom onset occurring both during ongoing treat-
ment and after discontinuation (Supplementary Table 1).

Proposed mechanisms suggest that anti-TNF-α 
agents may inadvertently suppress protective and re-
generative pathways mediated by TNF receptor 2 in 

Figure 1. Brain MRI findings of the patient. (A) Axial FLAIR image showing focal hyperintensity in the right perirolandic cortex (arrow). 
(B) Diffusion-weighted imaging showing no definite diffusion restriction. (C) Post-contrast T1-weighted image demonstrating subtle 
cortical enhancement without leptomeningeal involvement. MRI, magnetic resonance imaging; FLAIR, fluid attenuated inversion 
recovery.
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the CNS. In addition, alterations in TNF-mediated im-
mune regulation may reduce the suppressive capacity 
of regulatory T cells or promote a compensatory in-
crease in the trafficking of autoreactive T cells into the 
CNS, ultimately contributing to neuroinflammation 
and demyelination.6 The temporal relationship be-
tween symptom onset and infliximab exposure in our 
patient raises the possibility of an association between 
TNF inhibition and MOGAD. However, whether TNF 
inhibitors directly induce MOGAD or unmask an un-
derlying predisposition to CNS autoimmunity remains 
uncertain.7 The underlying inflammatory bowel dis-
ease may also have contributed. Extraintestinal neuro-
logical manifestations have been reported in patients 
with inflammatory bowel disease and shared immune 
mechanisms may promote CNS autoimmunity.8 There-
fore, it remains difficult to determine whether MOGAD 
in this setting was related to TNF inhibitor exposure, 
the underlying autoimmune disease, or an interaction 
between the two. Larger studies are needed to clarify 
the causal relationships and immunological mecha-
nisms linking TNF inhibitors to the onset of MOGAD.

This case adds to the limited literature on MOGAD- 
associated cortical encephalitis in patients with 
Crohn’s disease receiving long-term infliximab ther-
apy. It also highlights the importance of considering 
MOGAD and performing MOG-IgG testing in patients 
receiving anti-TNF therapy who develop new neurolog-
ical symptoms.
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