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We read with great interest the article of Dubey D et
al., (1), demonstrating the validation of their predictive
models in the diagnosis and treatment of autoimmune
epilepsy, known as “antibody prevalence in epilepsy of
unknown etiology score” (APE-score) and “response to
immunotherapy in epilepsy score” (RITE score) (2). They
reported that APE and RITE scores have approximately
99.7% and 87.5% sensitivity and 77.9% and 83.8%
specificity, respectively.

This study had various strength points, including its
large number of patients as well as its statistical methods.
Moreover, the introduced models included components,
which can be achieved by history, physical exams, and
some cost-effective para-clinical tests; therefore, they can
be assumed as introductions to a pathway, which can
guide us to earlier diagnosis and better treatment
modalities of autoimmune epilepsy with lower cost.

Suleiman J in 2013 (3) also introduced criteria, which
could facilitate the diagnosis of autoimmune epilepsy.
The first step of diagnosis in that criteria was the presence
of acute or subacute onset seizure and excluding other
causes of seizures such as previous diseases of the central
nervous system (CNS), trauma, tumor, toxic, metabolic
disorders, and CNS infection. In the next step, the
existence of each of these parts demonstrated the high
possibility of autoimmune epilepsy: 1) well defined

clinical syndromes, such as limbic encephalitis; 2)
presence of CNS inflammation; 3) history of autoimmune
disorders in patients, and 4) response to immunotherapy.
With the combination of Suleiman J criteria and APE-
score, new criteria could be introduced, which can
navigate us to a better and easier approach for diagnosis
and treatment of autoimmune epilepsy. To predict the
possibility of the presence of autoimmune epilepsy, we
suggest that 3 steps should be passed: 1) Provoked
seizures should be excluded and the onset of seizures
should be asked; 2) Different clinical manifestations
associated with autoimmune epilepsy should be tracked,;
and 3) Routine para-clinical tests, including
electroencephalography (EEG), magnetic resonance
imaging (MRI), and cerebrospinal fluid (CSF) analysis
should be performed (Figure 1). After assessing cases
with the above-mentioned criteria, high, intermediate, or
low possibility of autoimmune epilepsy can be
recognized (Table 1). In epileptic patients, whom
autoimmunity is highly suspected as the etiology of
seizures, immunotherapy and anti-epileptic drugs can be
started even if autoantibodies were not measured; while
in individuals with the intermediate possibility of
autoimmune epilepsy, identification of anti-neuronal
surface antibodies is essential for definite diagnosis.

Table 1. Recognition of possibility of autoimmune epilepsy in patients with seizures

- Fulfill the criteria of all 3 steps
- Fulfill the criteria of step 1 and 3, but not 2 (when at least 2 of mentioned findings

High possibility

in step 3 were observed)

- Fulfill the criteria of step 1 and 2, but not 3 (when at least 3 of mentioned findings

in step 2 were observed)
- Fulfill the criteria of step 1 and 3, but not 2 (when only 1 of the mentioned findings

Intermediate
possibility
Low possibility

in step 3 was observed)
None of above
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Early diagnosis of autoimmune epilepsy

Both of these features should be existed in patients:
1) Acute or subacute onset of seizure (<12 weeks)
2)

Exclusion of provoked seizures

1)
2)

3)
4)

One of these clinical manifestations is needed:

Mental status or neuropsychiatric changes

Autonomic dysfunctions such as sustained atrial
bradycardia or tachycardia, ventricular tachycardia,
cardiac asystole or orthostatic hypotension

Seizure refractory to at least 2 anti-epileptic drugs

Recent history of viral infection

1)

2)

3)

4)

5)

One of these specific findings associated with anti-neuronal
antibodies in clinical manifestations or para-clinical tests is
needed:

Presence of autoimmune disorders such as systemic
lupus erythematosus

Facial dyskinesia or faciobrachial dystonic movements
(associated to anti-LGI1 antibody)

CSF inflammation such as CSF pleocytosis>5 cells or
elevated protein>50 mg/dl

Extreme delta brush in EEG (associated to anti-NMDAR
antibody)

MRI patterns in associated with limbic encephalitis such
as multifocal MRI FLAIR abnormalities in GABAaR
encephalitis

Figure 1. The criteria for prediction of autoimmune epilepsy; based on clinical manifestations and routine para-clinical tests
LGI1: leucine-rich glutamate inactivated 1; NMDAR: N-methyl-D-aspartate receptor; MRI: magnetic resonance imaging; FLAIR: fluid
attenuated inverse recovery; GABAaR: gamma-aminobutyric acid receptor
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