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‘Peripheral Bing-Neel syndrome’ and other manifestations of Waldenström’s 

Macroglobulinaemia-related neuropathies: keeping an open mind and 

pursuing the precise aetiology 
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Waldenström’s macroglobulinaemia (WM) is not infrequently complicated by central 

(CNS) or peripheral nervous systems (PNS) involvement. Forty percent of WM 

patients have PNS involvement. Clinical skills can differentiate these at the bedside, 

but neurophysiology, imaging and nerve biopsy may be required to confirm a 

diagnosis. Current UK WM Guidelines recognise only 2 mechanisms of nervous system 

involvement either direct tumour invasion of the CNS (Bing-Neel Syndrome), or 

antibody mediated damage to peripheral nerves. We present 5 cases to illustrate the 

extended diversity of PNS involvement by WM, clear clinical differences established 

with appropriate investigations and differing approaches to treatment and outcomes. 

We first present an almost unique case of direct peripheral nerve invasion by WM 

which we term peripheral Bing-Neel syndrome. A 43 year old man with constitutional 

symptoms due to IgMκ WM with a paraprotein of 23.4 g/L was treated with R-CVP* to 

good PR. At 10 months there was recurrence of constitutional symptoms, increase in 

paraprotein and onset of rapidly progressive sensorimotor symmetric demyelinating 

neuropathy. Sural nerve biopsy revealed endoneurial and perineurial 

lymphplasmacytoid cellular infiltrate. He was successfully treated with IDARAM** 

chemotherapy. A previously asymptomatic 59 year-old man with IgMλ WM developed 

severe burning pain in the extremities, numbness on the soles of his feet and 

progressive unsteadiness 2 years after diagnosis. He also had diarrhoea, weight loss 

and erectile dysfunction but no orthostatic hypotension. A SAP scan showed moderate 

kidney amyloid only. Relentless progression occurred despite treatment with FC***.  

Tumefactive infiltrative amyloidosis was indicated by MRI neurography and confirmed 

on proximal median nerve biopsy. Palliative treatment was offered. A 70 year -old 

woman with IgMλ WM and no neurological symptoms was treated with FC***. 

Eighteen months later, despite stable paraprotein she developed severe burning pains 

in her feet. Within 2 she developed ataxia and multiple falls. There were no autonomic 

symptoms. Electrophysiology progressed rapidly from isolated small fibre neuropathy 

to a predominantly length dependant, sensorimotor axonal picture. Sural nerve biopsy 

confirmed endoneurial amyloid. DRC**** was given. 
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A 64 year old lady with IgMκ had sensory ataxia and tremor at diagnosis. 

Electrophysiology showed demyelinating neuropathy with disproportionate distal 

slowing. Anti-MAG antibodies were strongly positive. However severe episodic foot 

pain associated with skin colour changes and ulceration was consistent with 

leucocytoclastic vasculitis confirmed by skin and nerve biopsy; cryoglobulins were 

negative. She was treated with DRC**** but died from complications of immobility 

and sepsis. A 73 year old man with IgMκ WM developed progressively severe and 

disabling tremor with mild numbness of his feet. Paraprotein levels were stable. 

Neurophysiology was demyelinating with disproportionate distal motor latencies 

typical for anti-MAG neuropathy. Anti-MAG antibodies were strongly positive. He was 

treated with DRC**** with stabilisation. These five cases illustrate a greater diversity 

of peripheral nerve involvement in WM than is usually recognised. In addition, 

peripheral nerve Bing Neel Syndrome may be an important and newly recognised 

entity requiring specific therapy. 

*R-CVP= Rituximab, Cyclophosphamide, Vincristine, Prednisolone 

**IDARAM- Intravenous Idarubicin, Cytarabine, & Methotrexate + intrathecal Cytarabine and 

Methotrexate 

***FC= Fludarabine, Cyclophosphamide 

**** DRC= Dexamethasone, Rituximab, Cyclophosphamide 

 

 

 


