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Geéneétique humaine: expression des SNP-clés
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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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Co-culture B-cells with feeders
cells for 25 days to induce B cell
proliferation and maturation
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Les clonages effectués

Cells Total cells Clones with
“ Cohort in vial sorted a7 ECD reactivity

Ml oo love  S00Test $10 % :
22/01/2025 I-GIVE IG-001-137 4,73 - 10° 490 19
13/02/2025 I-GIVE IG-001-681 2,71 - 108 249 11
13/02/2025 I-GIVE IG-001-325 4,43 - 10° 6 1
07/04/2025 I-GIVE IG-001-331 9,70 - 10° 288 1
07/04/2025 I-GIVE IG-001-628 3,65 - 108 204 2

17/06/2026 Inserm @ iShental 8
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Séquencage des auto-anticorps
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OOERCOCON EERNCOEROODE

V1-18*04 F

V1-3*01 F, or V1-3*04 (F)
V1-46*01 F

V1-69*01 F, or V1-69D*01 F
V1-69*09 F

V3-15*01 F

V3-21*01 F

V3-23*01 F, or V3-23D*01 F
V3-30*03 F, or V3-30-5*03 F
V3-30*18 F, or V3-30-5*01 F
V3-33*01 F, or V3-33*05 F or
V3-33*08 F

V3-49*04 F

V3-49*05 F

V3-74*01 F, or V3-74*03 F
V4-30-2*07 F, or V4-30-4*01 F
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V4-59*02 F

V4-61*12 F

oRE0onmE

BE00DONNERDOREDODA

J1*01F
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D6-19*01 F
D6-6*01 F
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V1-16*02 [F]
VA-17°01 F

V1-39*01 F, or V1D-39*01 F
V1-44*01 F

V1-47°01 F

V1-5*03 F

V1-5*04 F

V1-51°01 F

V1-6*02 F

V2-23°02 F

V2-28°01 F, or V2D-28*01 F
V3-1°01 F

V3-10°01 F or V3-10*03 F
V3-1101 F

V3-15°01 F

V3-20°01 F

V4-1°01 F

J1*'01F
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J2*02 (F)
J3*01 F
J3*02 F
J4*01 F
J5*01 F
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Caractérisation biochimique
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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

17/06/2026 Inserm @ iiSmental 12



17/06/2026



Ex
PROGRAMME . . . . . .
MIKISTRE ance DE RECHERCHE Secrétariat général pour I'investissement

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

antibodies in two | with RE blocked ACh-induced currents through «7 nAChRs and the AC

ti ith induced rise in intracellular free caleium ([Ca®*];) and inhibited '*°I- II-OI A case of anti-a7-nicotinic receptors and NMDA
- patients wit bungarotoxin biz}dingir}:cellslexpre:si:g a7 nAChRs. Th‘;“-}:ge o7 nAChR is -— autoantibodies in a patient with a double diagnosis of autism
; t tl tibodies in patients with RE. -
i Rasmhugi§e.n potential target for pathogenic antibodies in patients wi < 1.5 spectramidianderandsshizopkrerie
ence 11 NEUROLOGY 2005;65:1802-1804 \
p‘ a t o ° Estelle Darrau™, Dimitri Psimaras®®, Stéphanie Pons*, Caroline Barau,
X m Jean-Romain Richard, Ryad Tamouza, Rudy Tokarski"? Marios Zouridakis’,
R. Watson, DPhil; J.E.C. Jepson, BSc; I. Bermudez, PhD; S. Alexander, BSc; Y. Hart, MD, FRCP; < Jéréme Honnorat®, Marion Leboyer'3%, Uwe Maskos**
¢ K. McKnight, MRCP; A. Roubertie, MD; F. Fecto; J. Valmier, MD, PhD; D.B. Sattelle, ScD; b 1.0
D. Beeson, PhD; A. Vincent, FRCPath; and B. Lang, PhD > a
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( 130 - 1600 )
INTRODUCTEUR DU TABAC

EN FRANCE

—— An original potentiating mechanism

T ; revealed by the cryo-EM structures of the
human a7 nicotinic receptor in complex with
nanobodies

Développer une pharmacologie ciblant ces récepte
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