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What is the appropriate work up and management of the WM patient with Bing 

Neel syndrome? 

Monique Minnema 

Bing Neel syndrome (BNS) is a rare disease manifestation of Waldenström’s 

macroglobulinemia (WM) possibly affecting 1% of WM patients. It usually presents as a 

feature of relapsing disease, though it may also occur at first diagnosis of WM. In BNS, 

malignant lymphoplasmacytic cells (LPC) invade the central nervous system 

(CNS).Symptoms of BNS may comprise headache, nausea and vomiting, visual 

disturbances, hearing loss and cranial neuropathies. Also seizures, cognitive decline, 

aphasia, psychiatric symptoms, cerebellar dysfunction, impairment of consciousness 

including coma, and paresis have been described.   

The golden standard for the diagnosis of BNS is a histological biopsy of the cerebrum or 

meninges demonstrating a lymphoplasmacytic lymphoma. When there is 

leptomeningeal involvement, the CSF may contain malignant LPC. The analysis of the 

CSF should include leukocyte cell count and differentiation, biochemistry, morphological 

analysis and flow cytometry. Testing for clonality can be performed with Immunoglobulin 

gene rearrangement analysis and qPCR can be used to detect the 

MYD88L265Pmutation. Magnetic resonance imaging (MRI) of the brain and spinal cord is 

also advised.  

Treatment should be offered to symptomatic patients. The aim of treatment of BNS is to 

reverse the clinical neurological symptoms. In the recent retrospective surveys with 

response data of 44 and 34 BNS patients respectively, the overall response rate was 

70% to first line therapy and no differences according to type of treatment could be 

made. Therefore, the choice for the type of systemic treatment should be made on an 

individual basis. Monotherapy with steroids is not advised because of the short duration 

of response. Radiotherapy,  although effective should be reserved for those patients 

failing other treatment options due to toxicity. Chemotherapy regimens commonly used 

are mainly adapted from treatment schedules used in the treatment of PCNSL. These 

treatments include high dose Methotrexate (MTX) and high dose Cytarabine (Ara-C) for 

several cycles.This may be an appropriate treatment for patients considered fit for 

intensive therapy. However, also with standard dosed fludarabine, cladribine, and 

bendamustinegood responses have been achieved and these drugs can also be used in 

the front line setting. Recent reports suggest that Ibrutinib, a Bruton’s tyrosine kinase 

(BTK) inhibitor, dosed 420 mg as well as 560 mg once daily, may be active in BNS.  


