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L E T T E R

The grey zone between autoimmune encephalitis and 
autoimmune-associated epilepsy

To the Editors,
In October 2020, a 45-year-old man came to our out-

patient service complaining about “having chills”. He 
reported that seven years before he developed a serious 
mood disorder following a distressful job experience. 
Contemporarily, chills began, which the patient described 
as prolonged episodes (even 30-min long) characterized 
by a shiver with goosebumps involving his left forearm 
and rapidly spreading to the ipsilateral arm and back, 
associated with anxiety and fear “that it might get out 
of control”. Since these phenomena were attributed to 
stress, he was prescribed anti-psychotics. However, the 
chill frequency gradually increased, up to several times a 
day, and eventually they affected the patient's daily life so 
badly that he was advised to seek medical attention. The 
description of these episodes was suggestive for pilomotor 
seizures, a rare epileptic manifestation whose association 
with autoimmune encephalitis (AE) has been consistently 
demonstrated over these past years.1 Indeed, upon further 
questions, our patient also revealed mild memory impair-
ment, hyposmia, burning feet, and leg pain. The neurolog-
ical examination was normal, as were neuropsychological 
assessment, brain MRI, and cerebrospinal fluid analysis. 
Conversely, the EEG exams showed bilateral asynchro-
nous interictal epileptiform abnormalities over the tem-
poral derivations. Autoantibodies (Abs) directed against 
amphiphysin were detected in the patient's serum through 
tissue-based indirect immunofluorescence techniques 
and immunoblotting, performed in a research labora-
tory. Although not typical,2 limbic encephalitis has been 
reported in a minority of subjects with anti-amphiphysin 
Abs, in whom underlying neoplasms were rarely found3 
and immunotherapy proved beneficial. We performed 
a thorough tumor screening (including whole-body 
contrast-enhanced CT scan, prostate, testicular and thy-
roid ultrasound, dermatological consultation), which was 
negative. Before the results of the autoantibody search, 
our patient received a course of intravenous methylpred-
nisolone (1 g/day for 5 days) followed by oral prednisone 

(50 mg/day), slowly tapered over 6 months, and reported 
a steady reduction in seizure frequency to once/twice a 
week, along with improvement in mood and memory. No 
clinical worsening was observed overall after steroid with-
drawal. Although anti-epileptic therapy was suggested to 
achieve complete seizure control, the patient refused not 
to increase his medication burden.

We think this case is paradigmatic in several ways. 
First, it provides further demonstration that AE identifi-
cation can be challenging, especially in cases without an 
overly dramatic onset, and that the careful evaluation of 
clinical features is always the key to diagnosis. The pecu-
liar semiology (ie piloerection) of our patient's seizures, 
although not exclusively observed in association with AE, 
was an important clue, confirming the need for an exten-
sive phenotyping of the various AE forms. Second, this 
case well exemplifies the complex relationship between 
immunity and epilepsy and the challenging management 
of seizures in the context of immune-mediated brain dis-
orders. In 2020, the International League Against Epilepsy 
(ILAE) Autoimmunity and Neuroinflammation Taskforce 
addressed the crucial distinction between acute symptom-
atic seizures (ASS) secondary to AE and autoimmune-
associated epilepsy (AAE),4 defined as the “persistence of 
seizures despite immunotherapy”, possibly related to both 
structural and immune factors. By doing so, the Taskforce 
set some conceptual milestones, but applying them into 
practice can be particularly difficult at times, and the 
line between ASS and AAE particularly thin, as this case 
demonstrates. Indeed, considering the exceptionally 
long diagnostic delay, it could be hypothesized that our 
patient's AE, left untreated, had determined permanent 
structural damages leading to long-term sequelae, ie mood 
disorder and temporal lobe epilepsy.5 This appeared even 
more likely since Abs directed against intracellular anti-
gens – such as amphiphysin – are associated with T cell–
mediated immune processes, which can cause neuronal 
loss and gliosis and result in post-encephalitic epilepsy 
more commonly than B cell–mediated ones, according 
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to recent evidence. However, the partial response our 
patient reported to steroids suggests that some immune 
mechanisms were, in fact, still ongoing, and leaves sev-
eral unanswered questions, including when and for how 
long immunotherapy should be tried before relying on 
anti-seizure medications only. This observation confirms 
the urgent need for reliable and accessible biomarkers of 
inflammation, which would greatly help physicians in the 
daily management of patients diagnosed with AE.
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