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Relapsed Waldenström’s macroglobulinaemia presenting as Bing-Neel 

Syndrome demonstrates an excellent response to IDARAM chemotherapy 
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Direct central nervous system (CNS) damage due to lymphoplasmacytic infiltration is 

rare in WM and is known as the Bing and Neel syndrome (BNS). Its distinction from 

immunologically mediated CNS disease is critical, as infiltrative disease requires 

treatment with a chemotherapeutic regimen that penetrates the blood-brain barrier. 

A 43 year old electrician presented with fatigue and night sweats, anaemia (12.1 g/dL),  

IgMk paraprotein (34.6 g/L); bone marrow biopsy (BMB) was packed with sheets of 

small CD20 + lymphocytes with plasmacytoid features and CD138 + plasma cells 

consistent with lymphoplasmacytic lymphoma (LPL). CT scans showed small volume 

lymphadenopathy above and below the diaphragm. He received 6 cycles of R-CVP 

(rituximab, cyclophosphamide, vincristine and prednisolone) to partial response 

(paraprotein fell to 10 g/L, virtually complete resolution of lymphadenopathy on CT). 

After 10 months of stability his paraprotein rose, he developed constitutional 

symptoms and new rapidly progressive symmetrical motor and sensory deficit in all 4 

limbs resulting in impaired walking, hand weakness and clumsiness. CT showed 

diffuse lymphadenopathy above and below the diaphragm, paraprotein was 24 g/l. He 

was referred for specialist neurohaematological evaluation. Medical Research Council 

(MRC) sum score was 61/70. Electrophysiology was consistent with a non-length 

dependant axonal neuropathy with patchy slowing. Sural nerve biopsy showed patchy 

infiltration by monomorphic mononuclear CD20 and CD79a positive LPL cells in 

subperineurial and endoneurial compartments with Ƙ light chain restriction (Figure 1), 

BMB showed extensive replacement by a diffuse infiltrate of small lymphocytes, some 

of showing Dutcher bodies and plasmacytic cells accounting for 80% of marrow 

cellularity. Both samples were negative for the MYD88 mutation by HRM melt curve 

analysis. This florid systemic relapse and aggressive peripheral neurolymphocytosis 

was felt to warrant blood-nerve barrier penetrating multi-agent chemotherapy. He 

received 4 cycles of IDARAM (Idarubicin 10mg/m² IV D1+2, Dexamethasone 100mg IV 

infusion D1+2+3, Cytarabine 1000mg/m² IV infusion D1 + 2, Methotrexate 12.5mg 

Intrathecal D1, Cytarabine 70mg Intrathecal D3, Methotrexate 2g/m² IV + folinic acid 
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rescue D3) 3 weeks apart, subject to count recovery. Clinical improvement in 

neuropathy symptoms started after cycle 2 with normalisation of sensation in hands 

and from knees to soles of feet by cycle 4. Walking and hand clumsiness began to 

improve over the same timescale and by 3 months post-treatment he was able to run, 

with a marked improvement seen on examination with MRC score normalisation at 

70/70. Re-evaluation investigations were done. A repeat BMB showed 10% LPL cells 

and CT scan confirmed a reduction in his lymphadenopathy. CSF IgM was 17.20 mg/L 

(Range 0-0.9), serum IgM was 6.360 g/L (Range 0.4-2.3) and paraprotein was 3 g/l. 

CSF/Serum IgM Ratio was 2.70 Ratio <0.4. No major difference was detectable 

electrophysiologically but his clinical improvement was dramatic. The blood-nerve 

barrier has similar characteristics to the blood brain barrier. This case highlights the 

importance of identifying the pathological mechanism of neuropathy due to 

infiltrative disease on treatment choice and therefore outcome and demonstrates the 

efficacy of the IDARAM schedule in simultaneously treating the disease in both 

neurological and systemic compartments. The intention is to proceed to a TBI-based 

autologous stem cell transplant as consolidation. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



IWWM-8 Session 9, August 15, 2014, Poster W14 

3 | P a g e  
 

Figure 1: Sural nerve biopsy demonstrating the neoplastic infiltrate within the nerve biopsy as 

described in the text  

 


