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Two cases of Bing-Neel syndrome. An ongoing diagnostic and therapeutic challenge in 
Waldenstrom’s macroglobulinemia 

 
A. Papadopoulou, S. Levva, N. Rammopoulos, M. Papaioannou, E. Hatjiharissi 
Dept of Hematology, Theagenio Cancer Hospital and 1st Dept of Internal medicine, AHEPA 
University hospital, Aristotle University of Thessaloniki, Greece 

 
The central nervous system (CNS) involvement of Waldenstrom’s macroglobulinemia (WM) was 
first reported in 1936 and comprises a not - well defined entity namely “Bing-Neel ” syndrome 
(BNS). Hochberg et al recently proposed a restrict definition of BNS providing novel diagnostic 
criteria. We report two new cases of BNS, which were diagnosed almost simultaneously, focusing 
on their clinical features, imaging studies, diagnostic evaluation and treatment approach. 
Case report #1: A 50-year-old man, who diagnosed with WM in 2004, presented to the 
emergency room with transient expressive aphasia, dysarthria and headache. He was also 
complained of weakness and numbness of the upper extremities. His medical history was 
remarkable for transient ischaemic attacks that diagnosed several months ago, when he began to 
experience headaches and transient weakness of the right upper limb. Brain MRI demonstrated 
abnormal signal indicative of ischemia in subcortical white matter. These MRI findings remained 
unchanged on his current reevaluation. The patient was treated with levetiracetam and 
lacosamide, because his symptoms were considered as epilepsy. However, his symptoms 
persisted. In the view of the above, we performed lumbar puncture. Cerebrospinal fluid (CSF) 
showed: leukocytosis 51 cells/μl {predominantly lymphocytes (80 %) and plasma cells (3%)}, 
elevated protein of 1184mg/L, an M-spike (IgM-kappa restricted) and an abnormal k/λ free of 
117,6. 
Case report #2: A 67-year-old man who was diagnosed with WM in 2009, presented to our clinic 
with right foot drop. Lumborsacral MRI was normal. Electromyography showed neuropathy of the 
right peroneal nerve with severe focal demyelination and mild axonal damage. At further work-
up, cryoglobulins, anti-MAG antibodies and fat biopsy for amyloid were all negative. However, 
CSF analysis revealed leucocytosis {33 cells/mm³ (88% lymphocytes)}, elevated protein of 563 
mg/dL, an M-spike (IgM-kappa restricted) and an abnormal k/l free ratio. Brain MRI was normal,. 
His medical history was notable for a multiple mononeuritis of the left upper limb, developed 2 
years ago. At first, the patient visited an orthopedic surgeon and underwent surgery because of 
carpal tunnel syndrome. Postoperatively, he had only a slight improvement. At that time, CSF 
examination revealed a lymphocytic meningitis (90 cells/mm³) and an increase of the CSF protein 
(1,5 g/l). The patient was treated with four courses of rituximab (375mg/m2) and his left upper 
limb was improved. 
In both cases, CSF cytology and flow cytometric analysis demonstrated a morphologically and 
immunophenotypically predominant population of lymphoplasmacytoid cells (LPC), suggesting 
CNS infiltration of WM. CSF viral and microbial studies were negative. Both patients are presently 
undergoing treatment with an intrathecal triplex regimen including methotrexate (12.5mg), 
cytarabine (50mg) and dexamethasone (4 mg). The regimen was applied twice weekly until CFS 
lymphocytosis regression and then once weekly up to 8 cycles. All symptoms resolved within 3-4 
weeks of initiation of intrathecal treatment. 
The median interval from diagnosis of WM to CNS involvement for both patients was 10 and 5 
years respectively. Interestingly, neurological manifestations were present approximately 1,5-2 
years earlier from BNS diagnosis. These findings suggest that BSN has an insidious onset, 
progressing slowly over several months to a clinical syndrome and remained difficult to be 
treated. 


