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Autoantibodies directed against neurotransmitters in psychiatry

Selection of autoantibodies detected in patients

diagnosed with schizophrenia 35
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Case of the autoantibodies directed against NMDA receptor in encephalitis
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Clinical relevance: ongoing clinical trials (UK & France)

Immunotherapy for patients with acute

psychosis and serum N-Methyl p-Aspartate
receptor (NMDAR) antibodies: A description

of a treated case series

(a) modified Rankin Scale scores
improve after immunotherapy
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NEW Detection Method

F re n Ch M | n d S VV P 1 Detection of Autoantibody against NMDAR by Cytometry (DANC)
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NEW Detection Method
Detection of Autoantibody against NMDAR by Cytometry (DANC)
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e Pre-clinical investigation
" WP2 Autoimmunity Project
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Ketamine promotes NMDAR
synaptic trapping
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Ketamine alleviates behavioral deficits caused by patient autoantibodies
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Opportunity for a clinical trial within the
PEPR framework to use esketamine to
treat patients with circulating AADbs!
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Characterization of AAb clones:
Pathogenic combination of AAb clones?
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a key challenge
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Génétique humaine: GWAS schizophrénie
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AUTOANTIBODIES TO GANGLIONIC ACETYLCHOLINE RECEPTORS
IN AUTOIMMUNE AUTONOMIC NEUROPATHIES

STEVEN VERNINO, M.D., PH.D., PHiLLIP A. Low, M.D., RoBerT D. FEaLEY, M.D., JouN D. STEwART, M.B., B.S,,
GIANRICO FARRUGIA, M.D., AND VANDA A. LENNON, M.D., PH.D.
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Culture des PBMC

@ PBMC from psychotic @ Sort PBMC positive selected
patients for CD19/CD27/nAChRa7

\ Flow
"/ cytometry

Population Other
of interest cells

Cell sorting

Cultured B cells are
positive selected against
nAChRa7 ECD.

@ Sequencing of antibodies
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Screening
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Co-culture B-cells with feeders
cells for 25 days to induce B cell
proliferation and maturation
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Séquencage des auto-anticorps (AAc)
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Steady State
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Modélisation du site de liaison
Docking alpha 7 nAChR vs Antibody A F(ab)",

F(ab)’, nAChR a7 F(ab)", nAChR a7
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a'7- 3 Abstract—Rasmussen encephalitis (RE) sera were screened for antibodies to

Acetylch‘)llne human «7 nicotinic acetylcholine receptors (nAChRs) using electrophysiology,
receptor calcium imaging, and ligand binding assays. Sera from two of nine patients
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Conclusions (1/1.5 an aprés démarrage WP2 ImmunoPsy)

v ldentification de molécules (cliniquement pertinentes) qui peuvent réduire les
effets pathogéniques des AAcs. Test de Nouvelles molecules en cours.

v ldentification d’effets moléculaires convergents entre différents AAcs
v Production d’AAcs monoclonaux nicotiniques. Pipeline en cours pour d’autres

AACS.

WP1 — FrenchMinds: nouvelle méthode de detection a haute sensibilite préte!
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