Startling new antibody in an old Irish jumper.
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A 54-year old man presented in 2001 with severe whole-body jerks triggered by auditory and tactile stimuli with rigidity of axial and lower limb muscles.  Over four weeks he developed bilateral ptosis, horizontal gaze-palsies, facial weakness and limb ataxia.  A CSF lymphocytosis was present without oligoclonal banding. Serum GAD antibodies were negative. Neurophysiological evaluation confirmed hyperekplexia. A diagnosis of progressive encephalomyelitis with rigidity and myoclonus (PERM) was made. The patient deteriorated and was commenced on immunosuppressive therapy including plasma exchange and cyclophosphamide.  He stabilised after two years of treatment and six years after presentation remains stable with residual ptosis, rigidity and moderate disability. Sera from one month and 15 months after disease onset bound strongly to human embryonic kidney cells transfected with the glycine receptor alpha subunit (GlyR).  Serum from 80 months after presentation was negative for binding, as were sera from healthy controls.  Glycine receptors are concentrated in the caudal pons and spinal cord.  The high titres at onset, and negative values following prolonged immunosuppression paralleling the clinical course, suggest a direct role for GlyR antibodies in the pathogenesis of this condition. This is the first case report of PERM caused by this new antibody to the GlyR.
