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1  |  INTRODUC TION

In recent years, autoimmune encephalitis (AE) has attracted attention 
as a new and rarely described group of neurological inflammatory 
diseases associated with specific autoantibodies1 and multiple co- 
infections.2 Common clinical manifestations include seizures, move-
ment disorders, abnormal behavior, speech dysfunction, and autonomic 
dysfunction.3 With the development of biochemical assays, AE can be 
divided into many types,4 and anti- N- methyl- D- aspartate receptor 

(NMDAR), anti- γ- aminobutyric acid B receptor (GABABR), and anti- 
leucine- rich glioma- inactivated protein 1 (LGI1) are the most common.4 
The acute phase of AE is defined as the first 3 months after the onset 
of symptoms. In this phase, seizure is frequently observed and may be 
the initial symptom.4 In the more serious cases, patients may experi-
ence status epilepticus (SE).5 After the acute phase, some patients may 
achieve seizure- free status with or without antiepileptic treatment, 
whereas others may progress to refractory epilepsy despite long- term 
antiepileptic treatment. Given that the characteristics and seizure 
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Abstract
Aims: Seizure outcome of autoimmune encephalitis (AE) varies from seizure- free to 
refractory epilepsy, and the associated factors remain unclear. We aimed to describe 
seizure characteristics, identify seizure outcome- related factors, and discuss the med-
ication strategy of antiepileptic drugs (AEDs) at the first onset of AE.
Methods: We retrospectively studied the data of 86 patients with clinically diag-
nosed AE. The clinical characteristics were described using a chi- square test. Seizure 
outcome- related factors were assessed using multivariable logistic regression analysis.
Results: 56 patients were finally enrolled, with antibodies to N- methyl- D- aspartate 
receptor found in 29, to γ- aminobutyric acid receptor B found in 13, and to leucine- 
rich glioma- inactivated protein 1 found in 14. Status epilepticus occurrence and onset 
with seizure lead to a poor seizure outcome, while administration of human gamma 
globulin and a low antibody titer contributed to a good seizure outcome.
Conclusions: In the acute phase, seizure characteristics may be considered in the utili-
zation of AEDs. For patients with seizure- free status in the acute phase, clinical mani-
festation (onset with seizure or not, whether status epilepticus occurs or not), therapy 
regimen (human gamma globulin administered or not), and antibody titer may be con-
sidered when formulating the strategy for withdrawal of AEDs post- acute phase.
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outcomes vary by type of AE and patient,6 individualized treatment 
is necessary. Some studies speculate that most patients with AE do 
not require long- term use of antiepileptic drugs (AEDs),7- 9 particularly 
for patients who have achieved seizure- free status in the acute phase. 
Currently, in the absence of clear guidelines, the treatment duration 
and selection of AEDs have been controversial. In this study, we aimed 
to describe seizure characteristics, identify factors affecting outcomes 
related to seizures and discuss the therapeutic strategy of AEDs at the 
first onset of AE.

2  |  METHODS

2.1  |  Subjects

The Ethics Committee of the Shengjing Hospital of China Medical 
University granted ethical approval for this retrospective study 
(2020PS519K) and waived the requirement for written informed con-
sent. The study was performed in accordance with the Declaration 
of Helsinki. We retrospectively reviewed the records of patients 
with AE who were treated at our hospital between January 2013 
and January 2019. The patients included in this study met the diag-
nostic criteria for AE published in 2016.10 The exclusion criteria were 
as follows: (1) no seizure on record; (2) a history of AE or epilepsy; 
(3) a history of other diseases that can cause seizure, such as stroke, 
cerebrovascular malformation, and brain trauma; (4) types of AE that 
were not anti- NMDAR, anti- GABABR, or anti- LGI1 encephalitis; (5) 
tumor; (6) incomplete clinical data; or (7) lost to follow- up.

2.2  |  Clinical data collection

The following basic clinical data were collected: sex, age at onset, 
clinical symptoms, imaging findings, laboratory tests, cerebrospinal 
fluid (CSF) examination, tests for autoantibodies in the CSF, treat-
ment regimen, and prognosis. Medical information was collected 
from electronic databases or by telephone interview with patients 
and relatives.

2.3  |  Definitions

Onset symptoms were divided into “with seizure” and “without sei-
zure” according to whether the patients began having seizures or 
not. Laboratory tests and CSF examination were divided into ab-
normal and normal based on reference intervals. Imaging findings 
were divided into abnormal and normal based on the results. Clinical 
symptoms were coded as “with” or “without” according to the pres-
ence or absence of symptoms. With regard to treatment regimen, 
the administration of human gamma globulin or immunosuppressive 
agents were coded as “with” or “without” according to use or non- 
use. AED regimens were divided into early withdrawal (EW) and late 
withdrawal based on whether withdrawal occurred within 3 months 

of onset. Scores on the Modified Rankin Scale were measured at dis-
charge. Antibody scoring was defined according to the titer. The titer 
in CSF≤1:10 was scored as (+); >1:10 and ≤1:100, (++); and >1:100, 
(+ + +).

2.4  |  Outcome assessment

An outcome was assessed based on whether the patient achieved 
seizure- free status after EW or not. Achievement of seizure- free 
status after EW was defined as AEDs withdrawn within 3 months 
and absence of seizure attack for at least 1 year after the last use of 
AEDs. Other outcomes, such as seizure attack after EW, seizure- free 
with utilization of AEDs for more than 3 months, and seizure attack 
with utilization of AEDs for more than 3 months, were defined as 
failure to achieve seizure- free status after EW.

2.5  |  Statistical analysis

Continuous variables were defined as means ± standard deviations; 
categorical variables were described as counts and percentages. A 
chi- square test was performed to describe the seizure characteris-
tics observed in AE. A multivariate logistic regression analysis was 
used to assess the independent predictors of seizure outcome, and 
the results are provided as odds ratios with 95% confidence intervals. 
Statistical analyses were performed using SPSS Statistics 23.0 soft-
ware (IBM Corp.). p < 0.05 was considered statistically significant.

3  |  RESULTS

3.1  |  Baseline characteristics of different types of 
AE

A total of 86 patients with confirmed AE were identified in our hos-
pital records between January 2013 and January 2019. According 
to the exclusion criteria, 30 patients were excluded. In total, 56 pa-
tients were finally included (Figure 1). Twenty- nine patients had anti- 
NMDAR encephalitis (16 female and 13 male), 13 had anti- GABABR 
encephalitis (4 female and 9 male), and 14 had anti- LGI1 encephalitis 
(7 female and 7 male). The demographic features of these patients 
are summarized in Table 1. Antibody titer and blood sodium level 
differed significantly among 3 groups .

3.2  |  Seizure characteristics of different 
types of AE

Seizure characteristics are presented in Table 2. Compared with 
the other two groups, the patients in the LGI1 group were more 
prone to onset with seizure (71.4%, n = 14), and the patients in the 
GABABR group were more prone to SE occurrence (46.2%, n = 13). 
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Faciobrachial dystonic seizures (FBDS) were only observed in the 
LGI1 group (p < 0.0001). The seizure type in the GABABR group 
was generalized. Focal seizures were more common in the NMDAR 
group (48.3%, n = 29). Abnormal electroencephalogram (EEG) results 
(57.1%, n = 14) and brain magnetic resonance imaging (MRI) results 
(71.4%, n = 14) were both more common in the LGI1group than in the 
other groups. The patients in the GABABR group had a relatively low 
frequency of achieving seizure- free status with EW (30.8%, n = 13) 
compared with the other groups.

3.3  |  Seizure outcome- related factors in AE

A univariate analysis was performed for preliminary identification 
of factors related to seizure outcome. Onset symptom, SE, human 
gamma globulin administration, and antibody titer were identified at 
a significance level of p < 0.2 (Table 3). According to previous stud-
ies, age at onset,4 use of immunosuppressive agents,9 EEG results,11 
brain MRI results,11 and type of AE11 are related to seizure outcome. 
Accordingly, these variables were retained for the multivariable lo-
gistic regression analysis, despite p values >0.2. As shown in Table 4, 
at a significance level of p ≤ 0.05, onset with seizure, SE, human 
gamma globulin use, and antibody titer were related to seizure out-
come in AE. The odds of patients with onset with non- seizure symp-
toms achieving seizure- free status after EW were 1:0.099, 10.10 
times greater than those of patients with onset with seizure. The 
odds of patients without SE achieving seizure- free status after EW 
were 1:0.091, 10.99 times greater than those of patients with SE. 
The odds of patients treated with human gamma globulin achieving 
seizure- free status after EW were 5.852 times greater than those of 
patients not treated with these. Antibody titer was also associated 
with seizure outcome. The lower the concentration, the more likely 

it was for patients to achieve seizure- free status after EW. The odds 
of patients with an antibody titer of (+) achieving seizure- free sta-
tus after EW were 1:0.139, 7.19 times greater than those of patients 
with a (++) titer and 1:0.033, or 30.30 times greater than those of 
patients with a (+++) titer.

4  |  DISCUSSION

In this retrospective study, by collecting seizure- related details of 
patients, we were able to describe the seizure- related character-
istics of the three main types of AE. We observed similarities and 
differences among three types of AE. Moreover, by multivariable 
logistic regression analysis, we identified several factors associated 
with seizure outcome: SE occurrence and onset with seizure may 
lead to a poor seizure outcome, while human gamma globulin admin-
istration and a lower antibody titer may contribute to a good seizure 
outcome. Combined with our other results, these findings suggest 
that seizure characteristics may be considered in seizure manage-
ment, and outcome- related factors may be considered when formu-
lating an AED withdrawal strategy.

Given the small sample size, we used a descriptive, not statisti-
cal, analysis combined with a literature search to identify the pos-
sible characteristics of seizures related to the three main types of 
AE. We mainly focused on the onset symptoms, seizure type, EEG 
characteristics and MRI results. The onset symptoms are shown 
in Table 2. The proportions of patients with onset with seizure in 
the three groups were 41.4% (NMDAR, n = 29), 53.8% (GABABR, 
n = 13), and 71.4% (LGI1, n = 14). According to the literature, anti- 
NMDAR encephalitis usually begins with psychiatric symptoms 
and not seizure,12 while anti- GABABR13 and anti- LGI1 encepha-
litis14 usually begin with seizure. These trends can be observed in 

F I G U R E  1  Flow diagram of patient 
inclusion and grouping. AE, autoimmune 
encephalitis; GABABR, γ- aminobutyric 
acid B receptor; LGI1, leucine- rich glioma- 
inactivated protein 1; NMDAR, N- methyl- 
D- aspartate receptor
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our results, despite the tendencies being slight in the NMDAR and 
GABABR groups. Regarding seizure type, our results show that 
in the group with anti- NMDAR encephalitis, generalized seizures 
were the most common (51.7%, n = 29). Our findings are consis-
tent with literature reports that generalized seizure,15 especially 
of the tonic- clonic type, is commonly encountered.16 In the group 
with anti- GABABR encephalitis, SE was more frequently observed 
(46.2%, n = 13) than in the other two groups. According to the 
literature, about 81% of these patients develop SE,17 which even 
caused mortality in some cases.18 In the group with anti- LGI1 en-
cephalitis, FBDS (42.9%, n = 14) was the most commonly observed 
seizure type and was only observed in this group. Consistently, 
the literature points out that FBDS, known as a unique feature 
of anti- LGI1 encephalitis,19 is more frequently encountered than 

other seizure types.20 With respect to EEG data, our study found 
no group- specific characteristics (see Table 2). According to the 
literature, however, focal slowwaves21 or generalized slowing22 
are common in anti- NMDAR encephalitis. Extreme delta brush, a 
known feature of anti- NMDAR encephalitis,23 indicates a poorout-
come,23 despite being rarely detected.24 However, no classical 
extreme delta brush was detected in our study. In anti- GABABR 
encephalitis, slow waves with a relatively wide range25 that are 
related to the severity of the disease are usually observed.26 While 
anti- LGI1 encephalitis is characterized by slow wave activity from 
multifocal discharges,27 the main targets are the hippocampus27 
and temporal regions.28 Interestingly, almost all the patients with 
FBDS present normal EEG recordings,29 which was also verified in 
our study. Abnormal MRI results, particularly in the hippocampus 

Baseline characteristic
NMDAR 
(n = 29)

GABABR 
(n = 13)

LGI1 
(n = 14)

p 
value

Sex: Male, No. (%) 13 (44.8) 9 (69.2) 7 (50.0) 0.361

Age, No. (%)

0– 14 14 (48.3) 4 (30.8) 2 (14.3) 0.084

>14 15 (51.7) 9 (69.2) 12 (85.7)

Movement disorder, No. (%) 8 (27.6) 3 (23.1) 3 (21.4) 0.923

Dysarthria, No. (%) 9 (31.0) 3 (23.1) 6 (42.9) 0.521

Mood disorders, No. (%) 22 (75.9) 6 (46.2) 11 (78.6) 0.118

Fever (>37.5℃), No. (%) 15 (51.7) 7 (53.8) 5 (35.7) 0.553

Laboratory tests (abnormal), No. (%)

Blood potassium level 2 (6.9) 2 (15.4) 3 (21.4) 0.424

Blood sodium level 3 (10.3) 2 (15.4) 6 (42.9) 0.040

Blood chlorine level 7 (24.1) 2 (15.4) 6 (42.9) 0.291

CSF tests (abnormal), No. (%)

Pressure 17 (58.6) 7 (53.8) 5 (35.7) 0.365

WBC count 16 (55.2) 9 (69.2) 6 (42.9) 0.433

Protein level 4 (13.8) 6 (46.2) 3 (21.4) 0.074

Glucose level 3 (10.3) 0 1 (7.1) 0.799

Chloride level 2 (6.9) 1 (7.7) 3 (21.4) 0.456

Antibody titer, No. (%)

+ 18 (62.1) 3 (23.1) 3 (21.4) 0.024

+ + 6 (20.7) 7 (53.8) 9 (64.3)

+ + + 5 (17.2) 3 (23.1) 2 (14.3)

Administration of HGG, No. (%) 11 (37.9) 5 (38.5) 7 (50.0) 0.735

Administration of IA, No. (%) 11 (37.9) 4 (30.8) 2 (14.3) 0.278

Antiepileptic drugs, No. (%)

Early withdrawal (≤3 months) 16 (55.2) 5 (38.5) 8 (57.1) 0.544

Late withdrawal (>3 months) 13 (44.8) 8 (61.5) 6 (42.9)

Modified Rankin Scale, No. (%)

0– 2 24 (82.8) 11 (84.6) 12 (85.7) 1.000

3– 6 5 (17.2) 2 (15.4) 2 (14.3)

Abbreviations: CSF, cerebrospinal fluid; GABABR, γ- aminobutyric acid B receptor; HGG, human 
gamma globulin; IA, immunosuppressive agent; LGI1, leucine- rich glioma- inactivated protein 1; 
NMDAR, N- methyl- D- aspartate receptor; WBC, white blood cell.

TA B L E  1  Patient baseline 
characteristics by type of autoimmune 
encephalitis (AE)
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and temporal lobe, can be observed in all three types of AE,16,17,30,31 
which was also verified in our study. Moreover, hippocampal scle-
rosis due to seizure is commonly observed in both anti- GABABR 
26,32 and anti- LGI1 encephalitis in long- term follow- ups.33 In our 
study, no hippocampal sclerosis was detected, which may be at-
tributed to the small sample size and short follow- up period.

Our study suggests that onset with seizure and SE occurrence 
lead to a poor seizure outcome, while administration of human 
gamma globulin and a lower antibody titer may contribute to a good 
seizure outcome. Consistently, the literature suggest that SE is as-
sociated with long- term chronic seizures4 and that autoimmune SE 
is refractory to AEDs.34 Moreover, timely termination of SE contrib-
utes to a good seizure outcome.4 In our study, human gamma glob-
ulin administration contributed to a good seizure outcome, whereas 
immunosuppressive agents did not. The literature indicates that im-
munotherapy is associated with a relatively good seizure outcome,9 
but does not distinguish between the roles of human gamma globu-
lin and immunosuppressive agents.

We also discovered that antibody titer is associated with seizure 
outcome. The lower the concentration, the more likely it was for pa-
tients to achieve seizure- free status after EW. Consistently, the liter-
ature suggests that high antibody titer leads to poor outcomes.35,36 
However, some researchers question this relationship, given the 
persistence of autoantibodies long after remission.37,38 We found 
that onset with seizure was negatively related to seizure outcome. 
We found no literature to date mentioning this result, and further 
studies are warranted.

In the present study, the results on analysis of MRI abnormalities, 
age, EEG, and AE type as seizure outcome- related factors were un-
remarkable, which is inconsistent with previous literature. According 
to the literature, cortical abnormalities on MRI,4 older age,4 abnor-
mal EEG findings, and the presence of anti- GABABR antibody11 are 
significantly related to long- term chronic seizures. The inconsistency 
of our MRI and EEG findings with those of previous studies may be 

attributed to a difference in the timepoint of the examination. In the 
early stage of AE, brain MRI and EEG results are usually normal and 
gradually present abnormalities with the progression of the disease. 
Moreover, different onset symptoms may be responsible for differ-
ent timepoints of initial examination. For example, some patients 
may have an onset with fever or other symptoms mimicking the 
common flu, thereby delaying the first hospital visit and contributing 
to a more complete presentation of abnormalities on MRI and EEG. 
In contrast, patients with seizure onset visit the hospital in a timely 
manner and may present unremarkable MRI and EEG results at this 
early stage. Moreover, our divergent results on the influence of age 
and AE type may be explainable by the small sample size.

In clinical practice, we often prioritize AEDs with a relatively fast 
drug titration to control the seizures as soon as possible. Moreover, 
seizure type should also be considered during AED selection. For 
example, anti- NMDAR encephalitis usually begins without seizure,12 
and generalized seizure is commonly encountered subsequently.15 
The timepoint and seizure type may be considered in AED utiliza-
tion. Patients with anti- GABABR encephalitis are vulnerable to 
SE39 and refractory seizures.18 For SE, timely immunotherapy is 
more effective than other therapies such as general anesthesia.40 
Intravenous administration and rapid drug titration may be helpful 
as necessary.41 For anti- LGI1 antibody encephalitis, hyponatremia is 
common,6 and some AEDs, such as carbamazepine and oxcarbaze-
pine, may aggravate this condition.42 Additionally, severe cutaneous 
side effects43 are common with some AEDs. Our study suggests 
that, given the importance of human gamma globulin treatment, 
AEDs alone cannot contribute to a good seizure outcome in the 
acute phase. Additionally, the literature states that immunother-
apy is time- sensitive7 and either AEDs44 or immunotherapy alone24 
is not recommended. Therefore, a timely combination of immuno-
therapy as the basic treatment and AEDs as an add- on treatment is 
optimal.45 However, a previous study found that some AEDs with 
sodium- channel blocking properties when administered alone have 

Seizure characteristic
NMDAR 
(n = 29)

GABABR 
(n = 13) LGI1 (n = 14) p value

Onset with seizure, No. (%) 12 (41.4) 7 (53.8) 10 (71.4) 0.176

Status epilepticus, No. (%) 11 (37.9) 6 (46.2) 4 (28.6) 0.665

Main seizure type, No. (%)

FBDS, No. (%) 0 0 6 (42.9) <0.0001

Generalized seizure, No. 
(%)

15 (51.7) 13 (100.0) 5 (35.7)

Focal seizure, No. (%) 14 (48.3) 0 3 (21.4)

EEG (abnormal), No. (%) 14 (48.3) 6 (46.2) 8 (57.1) 0.820

Brain MRI (abnormal), No. (%) 17 (58.6) 6 (46.2) 10 (71.4) 0.424

Seizure- free with EW, No. 
(%)

15 (51.7) 4 (30.8) 8 (57.1) 0.338

Abbreviations: AE, autoimmune encephalitis; EEG, electroencephalogram; EW, early withdrawal; 
FBDS, faciobrachial dystonic seizure; GABABR, γ- aminobutyric acid B receptor; LGI1, leucine- rich 
glioma- inactivated protein 1; MRI, magnetic resonance imaging; NMDAR, N- methyl- D- aspartate 
receptor.

TA B L E  2  Seizure characteristics by 
type of AE
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effectively controlled seizures in a few cases.46 Therefore, further 
studies to clarify the role of AEDs in AE treatment are needed.

After the acute phase, AED discontinuation may be considered in 
patients achieving seizure- free status in the acute phase. Considering 
the factors related to seizure outcome identified in our study, we 
suggest discontinuation should be prioritized for patients with onset 
without seizure, without SE occurrence, with human gamma globu-
lin administration and with low antibody titer. Additionally, another 
study has speculated that AE patients without epileptiform dis-
charges on EEG or signs of inflammation on brain MRI are qualified 
for AED discontinuation.19 However, a larger- sample replication was 
needed for verification of these views.

TA B L E  3  Univariate analysis of outcome- related factors of 
seizures

Variables

Seizure- free after EW

n
p 
valueNo (n = 29) Yes (n = 27)

Onset symptom, No. (%)

Not seizure 11 (40.7) 16 (59.3) 27 0.113

Seizure 18 (62.1) 11 (37.9) 29

SE, No. (%)

Without SE 15 (42.9) 20 (57.1) 35 0.088

With SE 14 (66.7) 7 (33.3) 21

HGG, No. (%)

Without HGG 21 (63.6) 12 (36.4) 33 0.036

With HGG 8 (34.8) 15 (65.2) 23

Type of AE, No. (%)

NMDAR 14 (48.3) 15 (51.7) 29 0.351

GABABR 9 (69.2) 4 (30.8) 13

LGI1 6 (42.9) 8 (57.1) 14

IA, No. (%)

Without IA 19 (48.7) 20 (51.3) 39 0.488

With IA 10 (58.8) 7 (41.2) 17

Sex, No. (%)

Male 14 (48.3) 15 (51.7) 29 0.586

Female 15 (55.6) 12 (44.4) 27

Age (years, mean 
±SD)

33.5 ± 23.9 35.1 ± 27.9 0.811

Seizure type, No. (%)

FBDS 1 (16.7) 5 (83.3) 6 0.250

Generalized 
seizure

19 (57.6) 14 (42.4) 33

Focal seizure 9 (52.9) 8 (47.1) 17

MRS, No. (%)

0– 2 20 (42.6) 27 (57.4) 47 0.999

3– 6 9 (100) 0 9

Movement disorder, No. (%)

Without 23 (54.8) 19 (45.2) 42 0.442

With 6 (42.9) 8 (57.1) 14

Fever (>37.5℃), No. (%)

Without 16 (55.2) 13 (44.8) 29 0.599

With 13 (48.1) 14 (51.9) 27

EEG, No. (%)

Normal 15 (53.6) 13 (46.4) 28 0.789

Abnormal 14 (50.0) 14 (50.0) 28

Brain MRI, No. (%)

Normal 10 (43.5) 13 (56.5) 23 0.301

Abnormal 19 (57.6) 14 (42.4) 33

Dysarthria, No. (%)

Without 20 (52.6) 18 (47.4) 38 0.854

With 9 (50.0) 9 (50.0) 18

(Continues)

Variables

Seizure- free after EW

n
p 
valueNo (n = 29) Yes (n = 27)

Blood potassium level, No. (%)

Normal 25 (51.0) 24 (49.0) 49 0.762

Abnormal 4 (57.1) 3 (42.9) 7

Blood sodium level, No. (%)

Normal 25 (55.6) 20 (44.4) 45 0.260

Abnormal 4 (36.4) 7 (63.6) 11

Blood chlorine level, No. (%)

Normal 23 (56.1) 18 (43.9) 41 0.289

Abnormal 6 (40.0) 9 (60.0) 15

CSF pressure, No. (%)

Normal 12 (44.4) 15 (55.6) 27 0.290

Abnormal 17 (58.6) 12 (41.4) 29

CSF WBC count, No. (%)

Normal 11 (44.0) 14 (56.0) 25 0.297

Abnormal 18 (58.1) 13 (41.9) 31

CSF protein level, No. (%)

Normal 22 (51.2) 21 (48.8) 43 0.865

Abnormal 7 (53.8) 6 (46.2) 13

CSF glucose level, No. (%)

Normal 27 (51.9) 25 (48.1) 52 0.941

Abnormal 2 (50.0) 2 (50.0) 4

CSF chloride level, No. (%)

Normal 26 (52.0) 24 (48.0) 50 0.926

Abnormal 3 (50.0) 3 (50.0) 6

Antibody titer, No. (%)

+ 8 (33.3) 16 (66.7) 24 0.061

+ + 14 (63.6) 8 (36.4) 22

+ + + 7 (70.0) 3 (30.0) 10

Abbreviations: AE, autoimmune encephalitis; CSF, cerebrospinal fluid; 
EEG, electroencephalogram; EW, early withdrawal; FBDS, faciobrachial 
dystonic seizure; GABABR, γ- aminobutyric acid B receptor; HGG, 
human gamma globulin; IA, immunosuppressive agent; LGI1, leucine- 
rich glioma- inactivated protein 1; MRI, magnetic resonance imaging; 
MRS, modified Rankin scale; NMDAR, N- methyl- D- aspartate receptor; 
SE, status epilepticus; WBC, white blood cell.

TABLE 3 (Continued)
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This study has several limitations. First, all 56 patients were en-
rolled at a single center, and a regional selection bias may therefore 
exist, especially since the sample size was small. Second, we did not 
consider the effect of hormones on seizure outcome, given that all 56 
patients enrolled in our study had been treated with hormones. Third, 
few patients with other types of antibody, such as to contact protein- 
like protein- 2, anti- gamma- aminobutyric acid A receptor, and anti- 
alpha- amino- 3- hydroxy- 5- methyl- 4- isoxazolepropionic acid, were 
excluded, which may limit interpretation of the multivariate logistic 
regression result of the types of AE. Fourth, some seizure outcomes 
were evaluated based on telephone follow- up; therefore, non- motor 
seizures may have been overlooked. Finally, we did not assess the ef-
fect of tumor on seizure outcome. Given the inconsistent follow- up 
time, some patients had completed surgery to remove tumors, 
whereas others had not. In this context, surgery may bias the effect of 
tumor on seizure outcome. Future studies should give more attention 
to the rare types of AE and to the effects of hormones and tumors.

5  |  CONCLUSIONS

In the acute phase of AE, seizure characteristics may be consid-
ered in the selection and utilization of AEDs. Onset with seizure 
and SE occurrence may lead to a poor seizure outcome, while 
human gamma globulin administration and low antibody titer 
may contribute to a good seizure outcome. For patients who have 
achieved seizure- free status in the acute phase, the factors men-
tioned above may be considered in the withdrawal strategy of 
AEDs after the acute phase. Early identification of patients quali-
fied to discontinue AEDs can avoid the additional adverse effects 

and high costs of AEDs, thereby easing the treatment burden 
borne by patients.

ACKNOWLEDG MENTS
The study was supported by grants from the Shenyang Science and 
Technology Project (Project number: 18- 014- 4- 82), the Liaoning 
Province Key Research and Development Joint Project (Project 
number: 2020JH 2/10300154), and the 345 Talent Project.

CONFLIC T OF INTERE S T
The authors declare that there are no conflicts of interest.

AUTHOR CONTRIBUTIONS
YL Wang collected the data, reviewed the literature, and drafted the 
manuscript; PP He, JN Yin, RF Dong, X Li, and Y Fu collected the 
data; H Zhang revised the manuscript.

DATA AVAIL ABILIT Y S TATEMENT
The data that support the findings of this study are available from 
the corresponding author upon reasonable request.

ORCID
Hong Zhang  https://orcid.org/0000-0003-1395-5028 

R E FE R E N C E S
 1. Casciato S, Morano A, Fattouch J, et al. Factors underlying the de-

velopment of chronic temporal lobe epilepsy in autoimmune en-
cephalitis. J Neurol Sci. 2019;396:102- 107.

 2. Yan Hung SK, Hiew FL, Viswanathan S. Anti- NMDAR encephalitis 
in association with herpes simplex virus and viral and bacterial zoo-
noses. Ann Indian Acad Neurol. 2019;22(1):102- 103.

 3. Gurrera RJ. Recognizing psychiatric presentations of anti- NMDA 
receptor encephalitis in children and adolescents: a synthesis of 
published reports. Psychiatry Clin Neurosci. 2019;73(5):262- 268.

 4. Huang QI, Ma M, Wei X, et al. Characteristics of seizure and antie-
pileptic drug utilization in outpatients with autoimmune encephali-
tis. Front Neurol. 2018;9:1136.

 5. Gofton TE, Gaspard N, Hocker SE, Loddenkemper T, Hirsch LJ. New 
onset refractory status epilepticus research: what is on the hori-
zon? Neurology. 2019;92(17):802- 810.

 6. Li X, Yuan J, Liu L, Hu W. Antibody- LGI 1 autoimmune encephalitis 
manifesting as rapidly progressive dementia and hyponatremia: a 
case report and literature review. BMC Neurol. 2019;19(1):19.

 7. Byun J- I, Lee S- T, Jung K- H, et al. Effect of immunotherapy 
on seizure outcome in patients with autoimmune encepha-
litis: a prospective observational registry study. PLoS One. 
2016;11(1):e0146455.

 8. Quek AM, Britton JW, McKeon A, et al. Autoimmune epilepsy: clin-
ical characteristics and response to immunotherapy. Arch Neurol. 
2012;69(5):582- 593.

 9. Toledano M, Britton JW, McKeon A, et al. Utility of an immuno-
therapy trial in evaluating patients with presumed autoimmune ep-
ilepsy. Neurology. 2014;82(18):1578- 1586.

 10. Graus F, Titulaer MJ, Balu R, et al. A clinical approach to diagnosis 
of autoimmune encephalitis. Lancet Neurol. 2016;15(4):391- 404.

 11. Yao L, Yue W, Xunyi W, Jianhong W, Guoxing Z, Zhen H. Clinical 
features and long- term outcomes of seizures associated with au-
toimmune encephalitis: a follow- up study in East China. J Clin 
Neurosci. 2019;68:73- 79.

TA B L E  4  Multivariable logistic regression results for seizure 
outcome- related factors

Variable
p 
value OR 95% CI

Onset with seizure 0.023 0.099 0.014– 0.723

Status epilepticus 0.031 0.091 0.010– 0.807

Administration of HGG 0.027 5.852 1.224– 27.983

Type of AE 0.290

Type of AE (1) 0.347 0.356 0.041– 3.075

Type of AE (2) 0.442 2.339 0.268– 20.387

Administration of IA 0.115 0.229 0.037– 1.431

Age 0.272 1.022 0.983– 1.061

EEG 0.080 0.143 0.016– 1.260

Brain MRI 0.305 0.439 0.091– 2.121

Antibody titer 0.022

Antibody titer (1) 0.042 0.139 0.021– 0.927

Antibody titer (2) 0.011 0.033 0.002– 0.460

Abbreviations: AE, autoimmune encephalitis; CI, confidence interval; 
EEG, electroencephalogram; HGG, human gamma globulin; IA, 
immunosuppressive agent; MRI, magnetic resonance imaging; OR, odds 
ratio.

https://orcid.org/0000-0003-1395-5028
https://orcid.org/0000-0003-1395-5028


    |  701WANG et Al.

 12. Dalmau J, Gleichman AJ, Hughes EG, et al. Anti- NMDA- receptor 
encephalitis: case series and analysis of the effects of antibodies. 
Lancet Neurol. 2008;7(12):1091- 1098.

 13. Chen X, Liu F, Li JM, et al. Encephalitis with antibodies against the 
GABA(B) receptor: seizures as the most common presentation at 
admission. Neurol Res. 2017;39(11):973- 980.

 14. Li W, Wu SI, Meng Q, et al. Clinical characteristics and short- term 
prognosis of LGI1 antibody encephalitis: a retrospective case study. 
BMC Neurol. 2018;18(1):96.

 15. Liu XU, Yan BO, Wang R, et al. Seizure outcomes in patients 
with anti- NMDAR encephalitis: a follow- up study. Epilepsia. 
2017;58(12):2104- 2111.

 16. Ni G, Lin W, Cai X, et al. Associations between seizures and MRI 
in patients with anti- NMDAR encephalitis. Acta Neurol Scand. 
2020;142(5):460- 465.

 17. Maureille A, Fenouil T, Joubert B, et al. Isolated seizures are a com-
mon early feature of paraneoplastic anti- GABA(B) receptor en-
cephalitis. J Neurol. 2019;266(1):195- 206.

 18. Lin J, Li C, Li A, et al. Encephalitis with antibodies against the 
GABA(B) receptor: high mortality and risk factors. Front Neurol. 
2019;10:1030.

 19. Vogrig A, Joubert B, André- Obadia N, Gigli GL, Rheims S, Honnorat 
J. Seizure specificities in patients with antibody- mediated autoim-
mune encephalitis. Epilepsia. 2019;60(8):1508- 1525.

 20. Irani SR, Buckley C, Vincent A, et al. Immunotherapy- responsive 
seizure- like episodes with potassium channel antibodies. Neurology. 
2008;71(20):1647- 1648.

 21. Sonderen AV, Arends S, Tavy DLJ, et al. Predictive value of elec-
troencephalography in anti- NMDA receptor encephalitis. J Neurol 
Neurosurg Psychiatry. 2018;89(10):1101- 1106.

 22. Haberlandt E, Ensslen M, Gruber- Sedlmayr U, et al. Epileptic phe-
notypes, electroclinical features and clinical characteristics in 17 
children with anti- NMDAR encephalitis. European J Paed Neurol. 
2017;21(3):457- 464.

 23. Schmitt SE, Pargeon K, Frechette ES, Hirsch LJ, Dalmau J, Friedman 
D. Extreme delta brush: a unique EEG pattern in adults with anti- 
NMDA receptor encephalitis. Neurology. 2012;79(11):1094- 1100.

 24. Spatola M, Dalmau J. Seizures and risk of epilepsy in autoim-
mune and other inflammatory encephalitis. Curr Opin Neurol. 
2017;30(3):345- 353.

 25. Si Z, Wang A, Liu J, Zhang Z, Hu K. Typical clinical and imaging 
manifestations of encephalitis with anti- gamma- aminobutyric acid 
B receptor antibodies: clinical experience and a literature review. 
Neurol Sci. 2019;40(4):769- 777.

 26. Si Z, Wang A, Liu J, Zhang Z, Hu K. Typical clinical and imaging man-
ifestations of encephalitis with anti- γ- aminobutyric acid B receptor 
antibodies: clinical experience and a literature review. Neurol Sci. 
2019;40(4):769- 777.

 27. Li LH, Ma CC, Zhang HF, Lian YJ. Clinical and electrographic char-
acteristics of seizures in LGI1- antibody encephalitis. Epilepsy Behav. 
2018;88:277- 282.

 28. Steriade C, Mirsattari SM, Murray BJ, Wennberg R. Subclinical tem-
poral EEG seizure pattern in LGI1- antibody- mediated encephalitis. 
Epilepsia. 2016;57(8):e155- e160.

 29. Aurangzeb S, Symmonds M, Knight RK, Kennett R, Wehner T, Irani 
SR. LGI1- antibody encephalitis is characterised by frequent, multi-
focal clinical and subclinical seizures. Seizure. 2017;50:14- 17.

 30. Lancaster E, Lai M, Peng X, et al. Antibodies to the GABA(B) recep-
tor in limbic encephalitis with seizures: case series and characteri-
sation of the antigen. Lancet Neurol. 2010;9(1):67- 76.

 31. Irani SR, Alexander S, Waters P, et al. Antibodies to Kv1 po-
tassium channel- complex proteins leucine- rich, glioma inac-
tivated 1 protein and contactin- associated protein- 2 in limbic 

encephalitis, Morvan's syndrome and acquired neuromyotonia. 
Brain. 2010;133(9):2734- 2748.

 32. Dogan Onugoren M, Deuretzbacher D, Haensch CA, et al. Limbic 
encephalitis due to GABAB and AMPA receptor antibodies: a case 
series. J Neurol Neurosurg Psychiatry. 2015;86(9):965- 972.

 33. Kotsenas AL, Watson RE, Pittock SJ, et al. MRI findings in autoim-
mune voltage- gated potassium channel complex encephalitis with 
seizures: one potential etiology for mesial temporal sclerosis. Am J 
Neuroradiol. 2014;35(1):84- 89.

 34. Shin J- W, Koo YS, Kim Y- S, et al. Clinical characterization of un-
known/cryptogenic status epilepticus suspected as encephalitis: a 
multicenter cohort study. J Neuroimmunol. 2018;315:1- 8.

 35. Gresa- Arribas N, Titulaer MJ, Torrents A, et al. Antibody titres at di-
agnosis and during follow- up of anti- NMDA receptor encephalitis: a 
retrospective study. Lancet Neurol. 2014;13(2):167- 177.

 36. Shin Y- W, Lee S- T, Park K- I, et al. Treatment strategies 
for autoimmune encephalitis. Therap Adv Neurol Disord. 
2018;11:1756285617722347.

 37. Hansen HC, Klingbeil C, Dalmau J, Li W, Weissbrich B, Wandinger 
KP. Persistent intrathecal antibody synthesis 15 years after recov-
ering from anti- N- methyl- D- aspartate receptor encephalitis. JAMA 
Neurol. 2013;70(1):117- 119.

 38. Ariño H, Armangué T, Petit- Pedrol M, et al. Anti- LGI1- associated 
cognitive impairment: presentation and long- term outcome. Neurol. 
2016;87(8):759- 765.

 39. McKay JH, Dimberg EL, Lopez Chiriboga AS. A systematic review 
of gamma- aminobutyric acid receptor type B autoimmunity. Neurol 
Neurochir Pol. 2019;53(1):1- 7.

 40. Lin CH, Lu YT, Ho CJ, Shih FY, Tsai MH. The different clinical fea-
tures between autoimmune and infectious status epilepticus. Front 
Neurol. 2019;10:25.

 41. Glauser T, Shinnar S, Gloss D, et al. Evidence- based guideline: treat-
ment of convulsive status epilepticus in children and adults: report 
of the guideline committee of the American Epilepsy Society. 
Epilepsy Curr. 2016;16(1):48- 61.

 42. Berghuis B, de Haan GJ, van den Broek MP, Sander JW, Lindhout D, 
Koeleman BP. Epidemiology, pathophysiology and putative genetic 
basis of carbamazepine-  and oxcarbazepine- induced hyponatremia. 
Eur J Neurol. 2016;23(9):1393- 1399.

 43. Shin Y- W, Ahn S- J, Moon J, et al. Increased adverse events associ-
ated with antiepileptic drugs in anti- leucine- rich glioma- inactivated 
protein 1 encephalitis. Epilepsia. 2018;59(Suppl 2):108- 112.

 44. de Bruijn M, van Sonderen A, van Coevorden- Hameete MH, et al. 
Evaluation of seizure treatment in anti- LGI1, anti- NMDAR, and 
anti- GABA(B)R encephalitis. Neurology. 2019;92(19):e2185- e2196.

 45. de Bruijn M, van Sonderen A, van Coevorden- Hameete MH, et al. 
Evaluation of seizure treatment in anti- LGI1, anti- NMDAR, and 
anti- GABABR encephalitis. Neurology. 2019;92(19):e2185- e2196.

 46. Feyissa AM, López Chiriboga AS, Britton JW. Antiepileptic drug 
therapy in patients with autoimmune epilepsy. Neurol Neuroimmunol 
Neuroinflamm. 2017;4(4):e353.

How to cite this article: Wang Y, Li X, He P, et al. 
Characteristics and outcome- related factors of seizure at the 
first onset of autoimmune encephalitis: A retrospective study. 
CNS Neurosci Ther. 2021;27:694–701. https://doi.org/10.1111/
cns.13633

https://doi.org/10.1111/cns.13633
https://doi.org/10.1111/cns.13633

