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What is the spectrum of presentation associated with anti-MAG antibodies?
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Background: Polyneuropathy with anti-Myelin-Associated Glycoprotein (MAG) IgM
antibodies is a chronic dysimmune demyelinating neuropathy. Anti-MAG IgM antibodies are
produced in the setting of MGUS or Waldenstrom's macroglobulinemia. The neuropathy is
classically progressive, predominantly sensory, and distal with ataxia and sometimes
postural-intention tremor. It predominantly affects men with an insidious onset around their
sixties. Electrodiagnostic tests reveal a distal demyelinating polyneuropathy with marked
prolonged distal motor latencies. Anti-MAG antibodies are detected by ELISA Buhlmann®,
with an optimal diagnostic cut-off established at 1500 Biuhlmann® Titre Units (BTU).

In our clinical practice, the clinical and electrophysiological spectrum of patients with high
titre of anti-MAG antibodies can range from paucisymptomatic patients to patients with
predominantly motor non-length-dependent demyelinating neuropathy evocative of chronic
inflammatory demyelinating polyneuropathy. In contrast, some patients present the “typical”
electroclinical phenotype but low anti-MAG titre at diagnosis, questioning causal relationship
between the demyelinating neuropathy and anti-MAG antibodies.

Objective and methods: Our multicentric Francophone study collected the largest cohort of
patients with anti-MAG antibodies. We assessed the clinicopathological and therapeutic
features of 202 patients with low (21000— < 10 000 BTU), medium (10 000-70 000) or high
(=270 000) anti-MAG antibody titres.

Results Mean age at onset and mean time between symptom onset to last follow-up were
respectively 62.6 years (25-91.4) and 8.4 years (0.3—33.3). Anti-MAG antibody titres at
diagnosis were low, medium or high in 11, 51 and 38% of patients. Patients presented with
MGUS in 68% of cases. About 17% of patients presented with “atypical” clinical phenotype
independently of anti-MAG titres, including acute or chronic sensorimotor
polyradiculoneuropathies (12.4%), and asymmetric or multifocal neuropathy (3%). At the
most severe disease stage, 22.4% of patients were significantly disabled. Sixteen percent of
patients did not meet the criteria of definite demyelinating neuropathy retained for our study,
independently of anti-MAG titres. Seventy eight percent of patients received
immunotherapies. Clinical response to rituximab during the 12-month follow-up period was
observed in 31.5% of patients, and correlated with anti-MAG titre 210 000BTU.

Conclusion: Our study highlights the extended clinical spectrum of patients with anti-MAG

neuropathy, which appears unrelated to antibody titre.
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