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What is the optimal treatment for the WM/IgM MGUS patient with peripheral neuropathy? 

Dr Shirley D’Sa, University College Hospital, London 

IgM paraprotein-associated peripheral neuropathies (PN) are a heterogeneous group of 

disorders whose exact prevalence is unknown. A causative relationship cannot always be 

confirmed, but steady progression with accumulating disability should prompt action including 

appropriate investigations and consideration of treatment.  

IgM MGUS-associated PN without antibodies: In the absence of significant 

disability,treatment is not required, but if present, IVIG or steroids may be used, or if ineffective, 

rituximab +/- alkylators, purine analogues and steroids should be considered. 

Anti-MAG antibody-associated PN: A clinically significant anti-MAG levelwith progressive 

disease causing disability is an indication to consider treatment such as rituximab, or other 

immunosuppressive or immunomodulatory treatment depending on availability, comorbidity and 

patient preference. 

Waldenströms-associated PN:Symptoms of PN are present in about 20% of patients with WM 

at diagnosis, and up to 50% are affected at some time in the course of their disease. Significant 

titres of anti-MAG antibodies (e.g. >70,000 BTU) are probably pathogenic in the WM setting. 

Atypical clinical or electrophysiological features may signify other pathologies including 

amyloidosis, cryoglobulinaemia, vasculitis or tumoural invasion of peripheral nerves. Only 

progressive lymphoma/PN need treatment such as rituximab +/- dexamethasone & 

cyclophosphamide (DRC) or bendamustine (BR) or purine analogues. Ibrutinib, where available 

could be considered in the setting of chemotherapy intolerance or if previous therapies have 

failed.Plasmapheresis, corticosteroids and IVIG are of little value in the treatment of WM-

associated neuropathies. 

AL Amyloidosis: Treatment of AL amyloidosis is risk-adapted and response-tailored and 

neurotoxic agents used with caution. Autologous stem cell transplantation is the treatment of 

choice in suitable patients. Melphalan-dexamethasone or bortezomib-based combinations are 

recommended in transplant-ineligible patients. 

 

Small fibre neuropathy: Evidence-based justification for treating a WM or MGUS-associated 

small fibre neuropathy is lacking. Treatment is symptomatic with tricyclic antidepressants, newer 

SSRI/SNRI drugs, opioids and gabapentinoids. 

 

Conclusions: There is much to be done to improve outcomes for patients with IgM and 

Waldenströms-associated peripheral neuropathies. Starting with early recognition of the 

problem, appropriate causal attribution achieved through sensitive diagnostics, timely 

therapeutic intervention with effective and non-neurotoxic therapies. A number of biological 

agents are currently under investigation in WM, such as carfilzomib, ixazomib, everolimus, 

daratumumab, acalabrutinib and other BTK inhibitors may prove particularly suited to the 

treatment of patients with paraproteinaemic neuropathies, given their non-neurotoxic side effect 

profiles.Clinical trials of emerging therapies are urgently needed in this clinical setting. 


