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How should patients with Bing Neel Syndrome be evaluated?  

Monique Minnema, UMC Utrecht Cancer Center, The Netherlands 

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

(WM) that results from infiltration of the central nervous system by malignant lymphoplasmacytic 

cells. The disease can be difficult to detect and therefore an expertise group comprising of 

hematologists, neurologists, immunologists and radiologists, published in 2017 a practical 

guideline for the diagnosis and management of BNS. 1 

Malignant lymphoplasmacytic cells can be detected in the cerebrospinal fluid (CSF), the 

meninges, eyes and/or the cerebral parenchyma. The presentation of BNS is very diverse, and 

include headaches, cognitive deficits, paresis, and psychiatric symptoms. Importantly, there is 

no clinical picture or specific symptom(s) that can prove or exclude BNS and should therefore 

be suspected in every patient with WM and unexplained neurological symptoms. The syndrome 

can present as a new symptom in patients with known WM in remission, and also in previously 

undiagnosed patients (15% to 36%).2,3 

Diagnostic workup should include cerebral spinal fluid (CSF) analysis with multiparameter flow 

cytometry to establish B-cell clonality, protein electrophoresis and immunofixation for the 

detection and classification of an monoclonal protein, as well as molecular diagnostic testing for 

immunoglobulin gene rearrangement and mutated MYD88. Using a highly sensitive real time 

quantitative PCR (qPCR) technique it has been demonstrated that MYD88L265P can be detected 

in the CSF. Moreover, disappearance of the MYD88L265P by AS-PCR correlated with clinical and 

MRI response. Detection methods for MYD88L265P in the CSF have further evolved by the use of 

digital droplet PCR methods on both cellular as cell-free CSF content.4 

MRI of the brain and spinal cord is also essential. Two categories of CNS involvement in BNS 

can be distinguished by MRI imaging: the diffuse form, and the tumoral form. The diffuse form 

corresponds to lymphoid cell infiltration in the leptomeningeal sheaths, and the perivascular 

spaces, and usually presents with contrast enhancement and/or thickening of meningeal 

sheaths, best evaluated in T1 WI after gadolinium administration. In contrast, the tumoral form 

can be unifocal or multifocal, and is usually located in the deep subcortical hemispheric regions, 

well demonstrated in T1 WI and FLAIR sequences, as well as in T1 WI after gadolinium 

administration.5   
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