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Paraproteinamic neuropathies are a diverse group of conditions which can present in 

a number of ways. They are not necessarily easy to diagnose and most certainly 

difficult to treat. There are treatments becoming available which might make a 

difference to the outcomes of these conditions in the near future 

Paraproteinaemic neuropathies are those peripheral neuropathies that are 

associated with a haematological lymphocytoid dyscrasia. Classically these have to 

have a detectable paraprotein in the serum, and associated with a neuropathy this is 

most frequently of the IgM subtype. However evidence of a paraprotein secreting 

dyscrasia may be found more indirectly in the form of light chains in the urine or even 

through a bone marrow examination where the dyscrasia is non-secretory.  

In Waldenström’s Macroglobulinaemia the most common neuropathy caused by the 

paraprotein is that related to anti-MAG antibodies which bind to the compact myelin. 

The phenotype is easily recognisable. Prominent sensory loss and ataxia with 

pronounced vibration but little pinprick sensory loss, associated with tremor is typical. 

Motor weakness is usually minimal. This is the same phenotype as occurs with 

MGUS, but associated with WM the neuropathy is often a little more aggressive, but 

also possibly responds better to treatment. The current best evidence (moderate 

quality at best) supports the use of IVIG in the short term but probably rituximab, as 

a single agent, for the neuropathy alone. Regimens for WM including rituximab may 

be more efficacious but have not been subject to RCT.  

The clinician should be aware that neuropathies of other sorts can also associate 

with WM, including small fibre neuropathy, vasculitis and rarely direct infiltration of 

the nerve (‘peripheral Bing-Neel Syndrome’). These cases are even more difficult to 

treat. There are of course incidental causes for WM associated neuropathies which 

need recognition and may need treatment in their own right. 

 


