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Discovery of novel anti-LGI4 antibodies in chronic demyelinating polyneuropathy
and elucidation of its mechanism
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Sera from 6 CIDP patients selectively bound to the nodal regions of sciatic
nerves and dorsal root ganglion (DRG) satellite glia. IgG from all patients stained a 60 kDa band on
western blots of mouse DRG and sciatic nerve lysates. These features indicated leucine rich repeat

LGl family member 4 (LGI4) to be a candidate antigen. A commercial anti-LGI4 antibody and 1gG from

all seropositive CIDP patients showed the same immunostaining patterns on DRG and cultured rat

Schwann cells, and bound to LGl4-overexpression lysates by western blotting. In cultured rat Schwann
cells constitutively expressing LGl4, LGI4 siRNA effectively down-regulated LGI4 and reduced
patients®1gG binding compared with scrambled siRNA. Application of serum from a positive patient to

Schwann cells expressing a disintegrin and metalloprotease domain-containing protein 22 (ADAM22), an
LGI4 receptor, significantly reduced expression of Krox20, but not Periaxin.
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colocalization coefficient (MCC) for M1 (fraction of LGI4 containing patient 1gG)
0.857 MCC for M2 (fraction of patient IgG containing LGI4) 0.841]
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Anti-LGI4 antibody is a novel juxtaparanodal autoantibody for chronic inflammatory 2023
demyelinating polyneuropathy.
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LGI4 is a novel autoantigen for nodopathy type chronic inflammatory demyelinating polyneuropathy.
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