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Immune checkpoint inhibitor is associated with variety of immune-related adverse events. We present a case of polyneuropathy
induced by immune checkpoint inhibitor, which was refractory to steroid and immunoglobulin. While high-dose steroid and
immunoglobulin were not effective, we tried rituximab which is effective in other immune-mediated polyneuropathy. After
rituximab treatment, patient’s clinical symptom and nerve conduction study finding was markedly improved. We suggest

rituximab might be effective in polyneuropathy induced by immune checkpoint inhibitor.
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Figure 1. Sural nerve biopsy. (A) In H&E stained tissue, several lymphocytes and focal vasculitis are seen in the endoneurial area. There are some

myelin digestion chambers, which suggests active axonal degeneration (x200). (B) In a higher magnification (x400) view, damages of vascular wall
and inflammatory cell infiltrations into the wall (arrow) are noted. (C) Luxol fast blue stain, which specifically stains the myelin sheath, shows
preserved myelination. This result suggests diffuse axonal neuropathy rather than demyelination (x100). (D) CD68 staining shows infiltration of
numerous CD68-positive macrophages in degenerating axons, which indicates active inflammation (x100). (E) In CD3 staining, CD3-positive T
cells are seen in the endoneurium (x200). (F) CD4-positive T cells are scattered throughout the endoneurium (x100). (G) CD8-positive T cells are
in the perivascular area and endoneurium (x100). Scale bar=100 pm.
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Figure 2. Clinical course of the neurological immune-related adverse event. After 4 treatments with immune checkpoint inhibitor therapy, sensorimotor
polyneuropathy developed with the initial symptom of paresthesia. It progressed to bed-ridden status over 6 weeks despite treatment with
corticosteroids and immunoglobulins but finally resolved after weekly rituximab therapy. Neurological deterioration and recovery are represented
by MRC sum score. The time of the clinical course is marked as a week after the initial symptom. Rt.; right, ER; emergency room, MRC; medical
research council, IVIG; intravenous immunoglobulin, methyl-Pd; methylprednisolone, Pd; prednisolone.
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