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Introduction Waldenstrom's macroglobulinaemia (WM) is defined as 
lymphoplasmacytic lymphoma with IgM paraproteinemia. MYD88 L265P 
somatic mutation was described in > 90% of patients. Infiltration in the central 
nervous system is rare and referred to as Bing Neel Syndrome (BNS). Only 33 
cases have been published (plus another 22 in abstract form).  Prognosis and 
response to therapy is generally poor, especially when compared to WM 
without CNS involvement. Diagnosis of BNS is challenging, due to a variable 
clinical picture, MRI abnormalities in only 2/3 of cases, and 
cytology/immunophenotyping of cerebral spinal fluid (CSF) often being 
negative due to small tumorload. Biopsy of cerebral lesions is not always 
feasible, so diagnosis sometimes needs to be based on clinical symptoms,  MRI 
and/or CSF findings in the context of WM. Data on MYD88 status in BNS 
patients are sparse.  Optimal treatment is unknown. Intensive therapy such as 
high dose methotrexate has been used, but is toxic and responses are 
suboptimal. We describe our experience with 4 patients with 5 episodes of BNS, 
who were treated with a fludarabin-based regimen. Fludarabin is an oral 
nucleoside analogue, which is known to be very effective in WM and thought to 
have good penetration in the CNSIn retrospect we also measured the MYD88 
mutation with an allele-specific quantitative PCR assay in the CSF and bone 
marrow. Results In table 1, clinical characteristics of the four patients are 
summarized. Below, a summary of treatment and responses is given. Patient 1 
was treated with intrathecal MTX without response. Monotherapy with oral 
fludarabin resulted in a complete remission (CR).  BNS relapsed 5 years later, 
and treatment with rituximab-fludarabin again resulted in CR.  A second 
relapse 2 years later was refractory to rituximab-cladribin. With radiotherapy a 
third CR was reached and the patient remains in a stable clinical condition 10 
years after BNS was first diagnosedPatient 2 was treated with rituximab-
fludarabine combined with methotrexate i.t. . A CR with full neurological 
recovery was reached and remained stable during follow up of 3 years For 
patient 3, treatment consisted of Rituximab-fludarabine.  A CR was reached 
with neurological recovery, which both remained stable during follow up of 6 
months. Patient 4 was treated with rituximab-fludarabine. A partial 
hematological response and neurological recovery were reached and have 
remained stable since 1 year. Discussion All patients showed a remarkable 
response on oral fludarabin, mostly combined with rituximab. MYD88 L265P 
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mutation detection was performed on saved CSF material and all were negative. 
However the quality of this material was not optimal Of 3 available 
bonemarrow samples, 2 were positive. The use of an oral low intensity regimen 
is an attractive alternative for high dose intravenous chemotherapy, especially 
in this often elderly and frail patient population.  There are concerns, on the 
longterm adverse effects of fludarabin, although a recent phase III study did not 
confirm this. In conclusion, based on 4 patients with 5 episodes of BNS, oral 
fludarabin based therapy is remarkably effective and could be considered as a 
therapeutical option for the treatment of BNS. 
 
 
 
 
 
 
 
  
 


