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In 1936 Jens Bing and Axel Neel described two patients with hyperglobulinemia and rapid 

neurological decline with evidence of lymphoplasmacytic cell infiltration of the meninges and 

spinal cord at autopsy.  Since then the Bing Neel syndrome (BNS) has been recognized  as 

a rare syndrome, but clear diagnostic criteria were lacking. In 2010 Fintelmann and 

colleagues  proposed a new classification and a thorough diagnostic work up, including 

cerebrorospinal fluid analysis with flow cytometric testing and extensive MRI imaging of the 

brain and spinal axis with gadolinium contrast and diffusion weighted imaging.1 The 

diagnostic separation into group A patients (with evidence of malignant cell infiltration of the 

CNS, which includes the majority of patients),  and group B without this evidence may also 

reflect a lack of diagnostic sensitivity. At clinical presentation no distinction can be made 

between the 2 groups. The neurological presentation can be diverse and hyperviscosity 

should be excluded. The BNS can be a symptom at progression of disease without any signs 

of progression of bone marrow infiltration, but it may also be the presenting symptom. The 

prognosis is mostly considered to be poor.  

Due to the rarity of BNS there is no established treatment regimen.  Aggressive treatment is 

often started resembling treatment schedules known in Primary Central Nervous System 

Lymphoma. These consist of known drugs that can pass the blood brain barrier, like high 

dose cytarabin and methotrexate, often combined with whole brain radiation or followed by 

autologous stem cell transplantation. Data on treatment with purine analogues, which are 

known to pass the blood brain barrier, have thus far only been described in two patients.2;3 

For the first time we are now presenting data in this workshop on four consecutive patients 

diagnosed in a university medical center who were treated with oral fludarabin combined with 

Rituximab.  In all patients BNS was the presenting symptom and bone marrow  and blood 

investigations demonstrated Morbus Waldenström. All patients responded to the treatment 

and are still alive and well. One patient relapsed after 5 years and responded again to 

treatment with fludarabin and rituximab. The treatment was well tolerated. Based on this 

remarkable effect we propose that fludarabin based treatment should be considered as an 

option for BNS, especially in elderly and frail patients. An international database collecting all 

diagnostic and treatment data on BNS patients may further help in the management of 

patients with this rare syndrome. 

 1.  Ly KI, Fintelmann F, Forghani R et al. Novel diagnostic approaches in Bing-Neel syndrome. Clin.Lymphoma 
Myeloma.Leuk. 2011;11:180-183. 

 2.  Malkani RG, Tallman M, Gottardi-Littell N et al. Bing-Neel syndrome: an illustrative case and a comprehensive 
review of the published literature. J.Neurooncol. 2010;96:301-312. 

 3.  Richards AI. Response of meningeal Waldenstrom's macroglobulinemia to 2-chlorodeoxyadenosine. J.Clin.Oncol. 
1995;13:2476. 

 
 


