
Pr J. Honnorat
Neuro-Oncologie

Hôpital neurologique de Lyon

Institut MeLiS
Equipe : «Synaptopathies et Autoanticorps»

Inserm 1314 / UMR CNRS 5284

Actualités en Réanimation 2025
AER

29ème congrès Francophone

Lyon, France
Jeudi 20 Novembre 2025

Encéphalite auto-immune



DÉCLARATION DE LIENS D'INTÉRÊT 
POTENTIELS

Pr Honnorat Jérôme, Lyon

☑ Je n'ai pas de lien d'intérêt potentiel à déclarer 



Sonneville et Wolf, Réanimation 2007;16:452-462

Evoquer une encéphalite est simple, l’affirmer est plus compliqué

Encéphalites sans cause : 40 à 60%



Qu’est-ce qu’une encéphalite auto-immune ?
Premiers cas identifiés : jeunes femmes encéphalite et tératome de l’ovaire

Dalmau et al, Ann Neurol 2007

Bayreuther et al, Epileptic Disord 2009

Dyskinésies bucco-faciales
Dysautonomie

Tératomes de l’ovaire



Les Encéphalites avec anti-NMDA-R

Anomalies IRM non spécifiques

Tératomes non systématiques
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40% des cas sont des enfants



Favier et al, Eur J Ped Neurol 2018

Présentation différente chez les enfants
Série française de 50 enfants de moins de 12 ans



Hommes Femmes

Phase initiale

Phase D’état

Viaccoz et al, Neurology 2014

Encéphalites à auto-antonticorps anti-NMDAr
Différences Hommes/femmes adultes

(13 hommes versus 58 femmes)

Début épilepsies partielles
Délai médian de 12 jours (2-17)

Avant la phase d’état
(Hommes : 8/13, 61.5%)

(Femmes : 8/58, 14%, p<0.001)  



Greiner et al, Seizure 2011;20:266 - 270

Diagnostic : 

1) LCR : inflammation dans 95% des cas

2) EEG anormal dans 92% des cas

3) IRM encéphalique anormale 20 à 30% des cas, mais non spécifique

La présentation clinique est l’élément majeur du diagnostique



Detection of anti-NMDAR = CSF +++

- Indirect immunohistochemistry on rat brain slices
- Indirect immunohistochemistry on HEK 293 cells
transfected with NR1/NR2B plasmids

Seul moyen du diagnostic et seulement dans le LCR

Environ 50 cas par an,
en France



Most than 70% of patients are initially in ICU and treatment are heterogeneous

Vegetative crisis are frequent



Most than 70% of patients are initially in ICU and treatment are heterogeneous

Abnormal rythmic EEG are not seizure

EEG recorded 6 months after the onset of NMDAR encephalitis



Jeannin-Mayer S, et al. Clin Neurophysiol. 2019 Feb;130(2):289-296. 

EEG patterns in anti-NMDA receptor encephalitis



Dramatic improvement with immunomodulator
(ivIg, plasmapheresis, cyclophosphamide and rituximab)



March 2013 October 2013

Encéphalite à anticorps anti-NMDAr chez l’homme adulte  
spécificités cliniques et évolution d’une cohorte de 11 patients 
 
Aurélien Viaccoz1, François Ducray1, 2, 3, Evgenia Karantoni1, 4, Géraldine Picard1, Gaëlle Cavillon1,  
Véronique Rogemond1, Jean-Christophe Antoine5, Jean-Yves Delattre4, Jérôme Honnorat1, 2, 3 
 

1Centre national de référence des syndromes neurologiques paranéoplasiques, Hospices Civils de Lyon, Hôpital Neurologique, 69677 Bron. 2INSERM U1028/CNRS UMR 
5292, Lyon Neuroscience Research Center, 69372 Lyon. 3Université de Lyon, Université Claude-Bernard Lyon-1, 69372 Lyon. 4Service de Neurologie Mazarin, Hôpital de la 
Salpêtrière, 75013, Paris. 5Service de Neurologie, CHU de Saint-Etienne, 42100 Saint-Etienne. ghe.centre-paraneo@chu-lyon.fr 

Introduction L’encéphalite à anticorps anti-NMDAr intéresse 
surtout de jeunes femmes, entraine une clinique spécifique et 
particulière, et est fréquemment associée à un tératome ovarien.  
Le tableau neurologique chez le patient masculin est mal connu,  
car peu fréquent. De plus, la maladie est rarement associée à une 
tumeur.  
 
Méthode Diagnostic positif  chez 87 malades entre 2008 et 2012, par le centre de 
référence des syndromes neurologiques paranéoplasiques. Âges médians: 28 ans 
pour les femmes (18 à 66 ans) et 24 ans pour les hommes (18 à 66 ans).  
 
 
 
 
 
 
 
 
 
Résultats  
Délais diagnostique. Identique chez les hommes et les femmes. 
 
 
 
 
 
 
 
Premiers symptômes. Les troubles de la conscience et les crises d’épilepsie sont 
l’apanage des hommes dans les prémices de la maladie (conscience: 30% contre 0%, 
p=.001; épilepsie: 50% contre 18%, p=.05). Les troubles psychiatriques touchent 
initialement plus volontiers les femmes (70% contre 10%, p=.001), comme les 
troubles mnésiques (12% contre 0%, p=.005).  
 
 
 
 
 
 
 
 
 
 
Signes cliniques à la phase d’état. Il n’y a pas de différence significative entre les 
femmes et les hommes. Il existe une tendance en faveur des troubles de la 
conscience chez les hommes (p=.08).  

Tumeurs. Aucune tumeur n’a été retrouvée chez les 11 hommes de la série. Chez les 
femmes, 49% des patientes avaient un cancer : 19 tératomes ovariens (TO), un 
carcinome canalaire du sein (CCS) et un fibrome ovarien associé à un léiomyome 
utérin (FO).  
 
 
 
 

  
 
 
 
 
 
 
 
Traitements. Tous les patients ont été largement traités avec des 
immunomodulateurs.  
 
 
 
 
 
 
 
 
 
 
Evolution. Cinquante % des patients, indépendamment du sexe, montrent des 
signes d’amélioration clinique 3 mois après le début des symptômes. On assiste à une 
guérison dans 50% des cas avec une médiane de 12 mois.  
 
 
 
 
 
 
 
 
 
 

 
 
Conclusion Les premiers symptômes sont dominés, chez l’homme, 
par des crises d’épilepsie et des troubles de la conscience. Le 
syndrome psychiatrique caractéristique présent d’emblée chez les 
femmes apparaît secondairement chez les sujets masculins.  
La guérison n’est obtenue que chez 50% des patients avec un délai 
médian de 12 mois après l’apparition des premiers signes cliniques. 
Des études sont encore nécessaires afin d’améliorer la prise en 
charge et déterminer les meilleurs traitements immunomodulateurs.  

Remerciements Le suivi et la prise en charge de ces patients ne seraient possibles sans l’ensemble des médecins des différents centres hospitaliers de l’Hexagone.  
Références Dalmau J et al. Clinical experience and laboratory investigations in patients with anti-NMDAR encephalitis. Lancet Neurol. 2011 Jan;10(1):63-74. 
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Complete improvement occurs in 80% of cases
But is very long

March 2014



Clinical outcome of 109 adult patients with NMDAR-Abs encephalitis
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Depuis 2007, d’autres encéphalites auto-immunes ont été décrites
Certaines avec des anomalies de l’RM cérébrale

Sonneville et Wolf, Réanimation 2007;16:452-462

Femme 68 ans, sept jours après un syndrome grippal.
Coma fébrile et hémiplégie droite. 
Atteinte initiale : fronto-pariétale gauche et splénium du corps calleux (A).
Aggravation en quelques jours (B1, B2).

Évolution favorable sous corticoïdes et immunoglobulines polyvalentes

ADEM ?



Conduite à tenir devant un tableau d’ADEM

Sonneville et Wolf, Réanimation 2007;16:452-462

femme de 35 ans, six jours après un syndrome grippal. 
Confusion fébrile avec raideur méningée et paraparésie.

Évolution favorable sous corticoïdes et échanges plasmatiques.

Anti-GFAP ?? Anti-AQP4 ?? Anti-MOG ?? Anti-GABAAR ??



Encephalitis with GABAA receptor antibodies

Spatola et al, Neurology 2017;88:1012–1020 



Encephalitis with GABAA receptor antibodies

O’Connor et al, Neurol Neuroimmunol Neuroinflamm 2019;6:e552. Très épileptogène comme anti-GABABR



Anti-GFAP encephalitis

Kunchock et al, Curr Opin Neurol 2019, 32:000–000 



ICH, n = 1). One patient had optic neuritis and one patient had
optic chiasm hypersignal, each without papilledema.

Peripheral nervous system (PNS) involvement was found for 11
patients (24%), including axonal large fiber polyneuropathy
(n = 5), cranial neuropathy (n = 3), radicular neuropathy
(n = 1), one cranial and radicular neuropathy (n = 1), and
sensory neuronopathy (n = 1). No PNS involvement was iso-
lated. Eleven patients had an electroneuromyogram, of which 7
were abnormal (large fiber polyneuropathy, n = 5; sensory
neuronopathy, n = 1; radicular neuropathy, n = 1). Cranial or
radicular involvement was noticed on clinical examination for
4 patients and on MRI examination for the 3 others.

Severity
Most patients presented a maximal mRS score between 3 and
5 (36/45 [80%]), whereas 8 patients had a maximal mRS
score between 0 and 2 (18%). One patient died (mRS score 6
[2%]) due to intracranial hypertension, 2 months following
anti-GFAP meningoencephalitis onset. Thus, the median

mRS score was 4 (range 2–6). Intensive care unit admission
was frequent (18/43 [42%]), and 10 patients (23%) needed
orotracheal intubation.

Biological Findings of Patients With CSF-GFAP-
IgG
These findings are summarized in Table 3. For CSF anti-GFAP
antibody detection, IFA was positive in 41 of the 44 patients
(93%) tested. Three patients had negative IFA testing and 2
patients did not have IFA performed. Among 20 patients tested
for serum anti-GFAP antibody, only one patient (5%) was
positive. Hyponatremia (<130 mmol/L) was found in 10 of 43
patients (23%). Elevated CRP was present for only 1 out of 42
patients (2%) but with sterile infectious research. CSF analysis
revealed pleocytosis in 45 patients (98%; median 225 cells/μL,
range 1–1,340). Only one patient had neutrophil predominance,
while 43 patients had lymphocytic pleocytosis. Elevated protein
was detected in 42 of 45 patients (93%; median 110 mg/dL,
range 24–400) and 15% (6/41) showed hypoglycorrhachia,
normalized at 3 months for 3 patients (no control performed for

Table 2 Clinical Signs and Symptoms of Patients With Anti-GFAP Antibodies

French
cohorta

Flanagan et al.,2

2017 (USA)
Long et al.,4

2018 (China)
Iorio et al.,6

2018 (Italy)
Dubey et al.,3

2018 (USA)
Kimura et al.,7

2019 (Japan)

Rhombencephalitis 30/46 (65) NA NA 4/22 (18) NA NA

Ataxia or cerebellar dysfunction 25/44 (57) 10/35 (29) 7/19 (37) 3/22 (14) 32/90 (36) 6/14 (43)

Eye movement disorders 17/46 (37) 6/37 (16) NA NA 11/90 (12) NA

Swallowing problems 5/46 (11) NA NA 1/22 (5) NA NA

Confusion 29/46 (63) 21/37 (57)b NA NA NA NA

Headache 27/44 (61) 14/36 (39) 12/19 (63) 1/22 (5) (63)c 11/14 (79)

Consciousness disturbance 23/46 (50) 21/37 (57)b 1/19 (5)d 4/22 (18) NA 11/14 (79)

Meningeal signs other than headache 20/42 (48) 12/37 (32) NA 1/22 (5) (63)c 10/14 (71)

Bladder dysfunction 21/45 (47) 2/34 (6) NA 1/22 (5) NA NA

Movement disorders 19/46 (41) 15/37 (41)e 3/19 (16)f 3/22 (14) NA 9/14 (64)

Cognitive decline 14/46 (30) NA 3/19 (16)g NA NA 3/14 (21)h

Psychiatric symptoms 13/46 (28) 10/35 (29) 6/19 (32)i 2/22 (9) NA 5/14 (36)i

Dysautonomia 8/46 (17) 8/34 (24) NA NA 19/90 (21) 8/14 (57)

Seizures 5/46 (11) 7/37 (19) 2/19 (11) 7/22 (32) 10/90 (11) 2/14 (14)

Extrapyramidal syndrome 5/46 (11) NA NA NA NA NA

Abnormal vision 4/45 (9) 12/37 (32)i 12/19 (63) 1/22 (5) NA NA

Abbreviations: GFAP = glial fibrillary acidic protein; NA = not available/applicable.
Values are n (%).
a By frequency order.
b Encephalopathy.
c Headache and neck stiffness.
d Coma.
e Tremor.
f Dyskinesia.
g Dementia.
h Recent memory disturbance.
i Psychosis.
j Blurred vision due to optic disc edema.

e658 Neurology | Volume 98, Number 6 | February 8, 2022 Neurology.org/N

Les encéphalites à anti-GFAP, surtout le tronc et l’encéphale (moelle et racines)

Gravier-Dumonceau A, et al. Neurology. 2022 Feb 8;98(6):e653-e668.
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their good inter-ictal general status and the absence of obvi-
ous cognitive impairment. No neuropsychological test was 
performed; for these patients, appearance of the encephalitic 
phase led to a second hospitalization. In ten patients, we had 
sufficient data to assess the dynamics of epilepsy progres-
sion: 7/10 patients had an increasing frequency of seizures, 
up to several times a day, and 3/10 patients had increasing 
severity of the seizures (from focal to generalized).

Encephalitic phase

All patients eventually presented with an encephalitic phase 
defined by the association of cognitive and behavioral dis-
turbances with seizures. This phase started by confusion 
(100%) and focal or generalized SE (n = 17, 81%); a third of 
them were refractory (n = 6, 35%).. Non-convulsive SE was 
observed in nine of the patients (53%). Just over one-third 
of patients (n = 8, 38%) developed dysautonomic episodes 
with central apnea and bradycardia that could be life threat-
ening: one patient died from a respiratory arrest, another 
one suffered from a cardiac arrest and subsequently needed 
cardiac pacing. Transfer to ICU was frequent (n = 14, 64%), 
due to status epilepticus (n = 9, 64%), coma (n = 4, 29%), 
or dysautonomia (n = 1, 7%). Endotracheal intubation was 
necessary in 13 patients; the median duration was 12.5 days 
(range 2–54). Lung infection was frequently observed (n = 8, 
38%) and its association with bradypnea was lethal in two 
patients. Hospitalization in ICU seemed associated with a 
better survival (n = 13/13, 100% in ICU, n = 6/9, 67% in the 
conventional ward). At this stage, general status and superior 
functions were heavily altered with coma (59%), behavioral 

disorders, or agitation episodes (59%), sometimes alternat-
ing. Physical examination found unexplained fever (n = 3, 
14%), hemiparesis (n = 2, 9%), or extrapyramidal symptoms 
(n = 1, 5%). At the end of this acute period, the main feature 
was severe behavioral disorders (n = 13, 59%) with agitation 
and confusion. The median interval between onset of the 
acute encephalitis and the end of the hospitalization was 79 
days (range 18–106).

Recovery and sequelae phase (Table 1)

After the encephalitic phase, slowly progressive improve-
ment occurred in all the surviving patients. Most were 
heavily handicapped at first: the median modified Rankin 
score (mRS) was 4 (range 2–5). The neurological symp-
toms were anterograde amnesia (n = 13), temporal and spa-
tial disorientation (n = 14), and behavioral disorders (n = 9). 
Detailed information was available in 13/14 patients alive 
at 12 months, and 6/7 still alive at 24 months. In 6 patients 
with sufficient follow-up to ascertain stabilization, median 
duration of the recovery phase was 10 months (range 8–22). 
Seizures were rarer at 12 months (n = 5, 38%) and absent 
at 24 months. Anterograde amnesia remained a cardinal 
symptom and affected all patients. Neuropsychological test-
ing usually showed pure severe amnestic dysfunction with 
mild dysexecutive troubles. Behavioral disorders decreased 
over time: from 100% (22/22), to 54% (7/13) at 12 months, 
and 17% (1/6) at 24 months. Depression affected two-thirds 
of the patients at 24 months. Autonomy improved: median 
mRS was 3 (range: 2–5) at 12 months and 2 (range 1–3) at 
24 months. At 12 months, 83% (n = 10/12) of the patients 

Fig. 1  Schematic view of dis-
ease course of GABABR-Abs 
encephalitis. This figure sum-
marizes the clinical evolution of 
the patients with GABABR-Abs 
encephalitis during time in three 
different phases
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Isolated seizures are a common early feature of paraneoplastic anti-
GABAB receptor encephalitis
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Abstract
Objective To report the clinical features and long-term outcome of 22 newly diagnosed paraneoplastic patients with  GABAB 
receptor antibodies  (GABABR-Abs).
Methods Retrospective clinical study of CSF-confirmed cases of  GABABR-Abs encephalitis.
Results We identified 22 patients (4 female) with  GABABR-Abs, with a median age of 64 years (range 55–85). All were 
paraneoplastic: 20 small-cell lung cancer, one malignant thymoma, and one uncharacterized lung mass. The most frequent 
first symptom was the isolated recurrent seizures without cognitive inter-ictal impairment in 17 patients (77%). In the other, 
three presented the first behavioral disorders and two presented de novo status epilepticus (SE). After a median delay of 
10 days (range 1–30), the recurrent seizures’ phase was followed by an encephalitic phase characterized by confusion in 
100% of cases and SE in 81% (n = 17), with 53% (n = 9) non-convulsive SE. Dysautonomic episodes were frequent (36%, 
n = 8, bradycardia and central apnea) and killed three patients. CSF study was abnormal in 95% of the cases (n = 21). At the 
encephalitic phase, MRI showed a temporal FLAIR hypersignal in 73% (n = 16) of the cases. First-line immunotherapy was 
initiated after a median delay of 26 days (range 6–65) from disease onset, and a partial response was observed in 10 out of 
20 patients (50%). There was no complete response. Two years after onset, a massive anterograde amnesia affected all still 
alive patients. Nine patients died from cancer progression (median survival: 1.2 years).
Conclusion Paraneoplastic  GABABR-Abs encephalitis is characterized by a stereotype presentation with an epilepsy phase 
before an encephalitic phase with dysautonomia. The functional prognosis is poor.

Keywords Paraneoplatic neurological syndromes · Epilepsy · Status epilepticus · GABAB receptor autoantibodies · Small 
cell lung cancer

Introduction

Autoimmune encephalitis is a growing field of new neu-
rological diseases associated with autoantibodies as bio-
markers [1]. An increasing number of surface receptor and 
synaptic proteins have been identified as targets of these 
autoantibodies [2]. It is reported that specific neurologi-
cal symptoms are associated with the type of autoantibody. 
For example, encephalitis with anti-NMDAR antibodies 
are characterized by the association of abnormal behavior, 
seizures, orofacial dyskinesia, and dysautonomia [3], and 

anti-LGI1 encephalitis is characterized by facio-brachial 
dystonic seizures [4, 5]. Autoimmune encephalitis associ-
ated with autoantibodies targeting the GABA-B receptor 
 (GABABR-Abs) were first described in 2010 [6]. GABA-B 
receptor is a pre- and post-synaptic receptor involved in the 
glutamate regulation system [7]. The associated neurological 
symptoms were first described as limbic encephalitis with 
prominent seizures, often paraneoplastic with associated 
small-cell lung cancer (SCLC), and with poor prognosis [6, 
8–13]. Non-limbic phenotypes were also described in some 
cases [8, 14–16]. A total of 83 cases have been described; 
however, the initial symptoms and long-term autonomy 
remain to be fully described. To address this, we provide 
herein a systematic description of clinical and paraclinical 
presentation, progression of symptoms over time, response 
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examination and brain MRI were normal during this phase, 
while most EEG recordings had only non-specific features. 
Only three patients had lumbar puncture at this stage, but 
CSF analysis revealed inflammation in all of them, sug-
gesting that CSF analysis could be the most reliable and 
sensitive exam to suggest autoimmune encephalitis at this 
phase. This phase seems responsible for a diagnosis delay.

The role of  GABABR-Abs in the encephalitis symptoms 
is unclear.  GABABR are pre and post-synaptic G-protein-
coupled receptors [19].  GABAB1aR are on axon terminals 
and mediate presynaptic inhibition of glutamate release; 
they are key agents of network oscillations by modu-
lating NMDA receptor activation, limiting duration of 
high-activity states, firing frequency and thus prevent-
ing excessive neuronal synchronization, particularly in 
the hippocampus [20].  GABAB1bR are more frequently 
found in post-synaptic in dendritic sites and induce a 
slow inhibitory post-synaptic potential [7]. Disruption of 
 GABABR in mice [21, 22], especially  GABAB1a [23, 24], 
and some genetic variants in human [25] are associated 
with temporal epilepsy. We can speculate that blockage 
by  GABABR-Abs at the initial stage of the disease pro-
motes synchronization of large groups of neurons and 

consequently seizures.  GABABR-Abs could play a major 
role in the initial phase of the encephalitis.

The encephalitic phase was constant and followed seizure 
phase. Acute mortality was due to dysautonomia, suggesting 
that the initial management and monitoring of these patients 
in the ICU should be systematically proposed. We found that 
the number of abnormal brain MRI dramatically increased 
during this phase with bi-temporal FLAIR hypersignal and 
increased volume of hippocampi, suggesting an intense 
immune reaction in the temporal lobes. CSF increased total 
tau level and the autopsy findings provided evidence for a 
substantial neuronal death during this phase, likely to be due 
to T-cell-mediated neuron cytotoxicity rather than functional 
antibody-induced neuronal blockade.

A slow and partial improvement occurred during the 
weeks after the acute encephalitic phase that lasted about 
8–11 months. Massive anterograde amnesia and disori-
entation remained key features of all patients, suggest-
ing neuronal death limited to the hippocampus.  GABABR 
are also involved in mood regulation, anxiety [26] and 
sleep [24, 25], in learning and memory processes [19, 
27].  GABABR blockade by autoantibodies could explain 
in part these symptoms, but the lack of improvement of 

Fig. 3  Pathological microscopic findings of postmortem examina-
tion and Brain MRI (patient 12). a, b HES staining reveals altered 
hippocampal cornu Ammonis (CA, asterisk) with dispersed and aci-
dophilic shrunken neurons (arrows) and gliosis; low (a) and high (b) 
magnification. c CD8 immunostaining revealing the abnormal pres-
ence of cytotoxic T lymphocytes in the hippocampus. CD8-positive 

cells are found in close contact with neurons (arrows). d CD68 immu-
nostaining of the same area representative of the massive microglial 
activation found in the two temporal lobes; low (c) and high (d) mag-
nification. e FLAIR sequences of the hippocampi during the encepha-
litic phase with high hypersignal on both temporal lobes. f: Diffusion 
sequences with right hippocampus hypersignal
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litic phase with high hypersignal on both temporal lobes. f: Diffusion 
sequences with right hippocampus hypersignal

Encéphalites à anti-GABABr



Joubert et al, JAMA Neurology 2015;72:1163-1169

Encéphalites et anticorps anti-AMPAR



Agnes van Sonderen et al, Neurology 2016;87:1–8 

Exemple des encéphalites à anti-Lgi1

Toutes les encéphalites auto-immunes 
n’ont pas d’inflammation du LCR

et peuvent être chroniques



Irani et al, 2011 & 2013

Movies from V. Navarro, Pitié-Salpétrière

Patients with anti-Lgi1 is associated with different syndromes
Ex: bracchio facial dystonia

may respond to steroids and not to anti-epileptic drugs



Hu Old subjects with history of smoking or SCLC; rarely associated with pure LE; frequently accompanied by encephalomyelitis or sensory neuronopathy
Children with  pharmacoresistant epilepsy

Ma2 Men younger than 45 years, with germ-cell tumor of the testis.. The syndrome develops as LE, upper brainstem or diencephalic encephalitis. 

LGI1 Patients older than 50 years, with mild male predominance. In most cases the clinical picture is a typical LE; 60% of the patients develop hyponatremia. Fascio-
brachial dystonic seizures.

GABAbR Usually affect adults; 50% have an underlying SCLC or neuroendocrine tumor. The syndrome presents as typical LE with early and prominent seizures..

AMPAR Mildly predominates in women. About 50% of the patients present with LE; the rest develop LE combined with other symptoms. Some cases present with pure 
psychosis. About 65% of the patients have an underlying tumor (mainly SCLC, thymoma).

GAD May occur as pure or predominant LE. In these cases the syndrome is often paraneoplastic and screening for an underlying tumor is recommended. Possible co-
existence of GAD antibodies and cell surface neuronal antibodies (e.g., AMPA or GABAbR)

NMDAR Predominantly young women with psychiatric symptoms, seizures, abnormal movements and dysautonomia

CASPR2 Pure LE without cancer. Only few described patients. Also described in Morvan’s syndrome and Neuromyotonia

CRMP5 Rarely associated with pure LE. Accompanying features may include uveitis, retinopathy, optic neuropathy, chorea, and peripheral neuropathy  

DPPX Patients often have gastrointestinal dysfunction, diarrhea, and loss of weight preceding the neurological syndrome (psychiatric manifestations, confusion, seizures, 
tremor, myoclonus, nystagmus). 

GABAaR Patients present with multifocal (cortical-subcortical FLAIR MRI changes) or diffuse encephalitis, with prominent seizures and status epilepticus, often requiring 
induced coma. Presentation as classical LE is unusual. Most patients do not have a tumor; some have thymoma.   

mGluR5 Patients present with non-focal encephalitis, and a clinical picture suggesting involvement beyond the limbic system.  Most patients have Hodgkin’s lymphoma. 

AK5 Patients with subacute anterograde amnesia, no epilepsy, bilateral FLAIR hypersignal, CSF inflammation and high tau protein level. No cancer

Chaque encéphalite auto-immune a 
une sémiologie, une évolution et une association, ou pas, au cancer qui est spécifique 

Suivant l’âge, le sexe et l’autoanticorps associé



TOUS CES SYNDROMES SONT TRÈS RARES

Antibodies

2023

2022

2021

2020

2019

2018

2017

2016

2015

2014

2013

LGI1 57 42 29 46 49 29 25 25 22 15 7
NMDAR 52 41 44 43 40 56 43 29 47 29 34

GAD 50 50 29 21 32 15 24 28 9 7 4
GFAP 49 30 27 25 27 18 3 0 0 0 0

HU 43 27 31 40 35 35 24 29 33 31 27
CASPR2 23 23 18 17 14 15 17 8 16 11 5

SOX1 14 5 23 21 32 23 31 13 7 1 6
CV2/CRMP5 12 10 13 7 11 16 6 13 4 1 10

YO 10 16 13 15 18 20 11 14 20 6 12
MA2 10 13 3 8 5 12 5 4 4 1 6

IgLON5 7 29 7 4 1 2 1 0 1 0 0
GABABR 6 9 16 13 4 4 5 5 3 3 5

DNER 5 2 3 4 3 4 4 4 1 2 1
KLHL11 4 2 2 10* 0 0 0 0 0 0 0

Neurofilament 4 2 0 0 0 0 0 0 0 0 0
Amphiphysine 3 7 4 4 2 1 3 2 5 1 1

AMPAR 3 0 3 2 2 0 3 1 1 2 0
AK5 3 2 0 2 3 0 2 2 7 0 0

mGluR1 3 0 0 0 2 0 1 0 0 0 0
RI 2 4 3 7 3 7 2 2 3 2 2

Données annuelles du centre maladies rares français coordonné par Lyon
• Entre 2 et 7 cas/million/an

**
*

*
*

*



Iglon5-Abs encephalitis. A tauopathy with auto-immune disease more 
challenging to diagnose than other autoimmune encephalitis

5W/3M
Mean age: 59 years old
Clinical presentation looklikes neurodegeneration
REM parasomnia, brainstem involvement,
dysautonomia
CSF, MRI, EEG normal
HLA DQB1*501

Séjour en réanimation
Pour hypoventilation

Coma
Syndrome d’apnée du sommeil

Dysautonomie



Conclusion :

- Concept d’encéphalite autoimmune avec autoanticorps clairement établi

- Les autoanticorps dirigés contre un antigène membranaire jouent un rôle direct

- Existence très probable de formes frustes ou modérées

- La fréquence des formes idiopathiques est supérieure aux paranéoplasiques

- Les tumeurs sont un élément déclencheur parmi d’autres

- Aucun guideline de traitement

- Physiopathologie exacte non élucidée

- Maladies rares, mais importantes à connaitre car curables +++

- Les anticorps peuvent être demandés facilement et faits dans le même temps
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