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Disclosures 

• I have provided consultation, attended advisory 

boards and/or provided lectures for:  

• Celgene, Mundipharma, Roche Pharma, and Janssen  
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Non-MALT marginal zone lymphomas 

(MZL) 

Splenic marginal zone lymphoma 

(SMZL) 



NCCN Guidelines Version 1.2016 - SMZL 



Clinical presentation and prognosis of 

Nodal-MZL and SMZL 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. p97, 2015 

Spenomegaly in most patients with SMZL 



SMZL 

Morphology and Immunophenotype 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. pp 98, 2015 
Iannitto E , Tripodo C Blood 2011;117:2585-2595 



Treatment of SMZL 

Splenectomy vs. Rituximab 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. p98, 2015 



Response to treatment and survival of 

SMZL patients 

Kalpadakis C et al., Oncologist 18: 190-197, 2013 



Iannitto E , Tripodo C Blood 2011;117:2585-2595 

Management of patients with SMZL/SL 



Morbus Waldenström (WM) 



• clonal, IgM-producing lymphoplasmacytic cells  

• Association with Hepatitis C infection 

• Only rarely lymphadenopathy or splenomegaly 

• Diagnosis: monoclonal IgM paraprotein and BM-

infiltration 

• Hyperviscosity, cryoglobulinemia, polyneuropathy, 

skin infiltration and hematopoietic insufficiency 

(anemia) 

 

Treon S P Blood 2009;114:2375-2385 

Waldenström’s Macroglobulinemia (WM) 

Background 



Hyperviscosity syndrome in WM 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. p101, 2015 



MYD88 mutations occur in > 90% of 

patients with WM 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. p101, 2015 

Treon SC et al. NEJM August 2012 



International Prognostic Scoring System for 

Waldenstrom`s Macroglobulinemia (WM) 

Lymphomas, Essentials for Clinicians. Editors: Ghielmini M & Montoto S. p101, 2015 

Morel P, Duhamel A, Gobbi P et al. Blood 2009; 113: 4163–4170. 



Treatment options for WM 

• Chemoimmunotherapy 

- Bortezomib, Dexa and Rituximab (BDR) 

- ORR: 96%, 22% CR 

- Bendamustine-Rituximab 

- Cyclophosphamide, Dexa, Rituximab 

• Cave: Rituximab mono  IgM flare in 40%-50%, 

control of IgM levels strongly advised 

• Herpes zoster prophylaxis 

• Role of Rituximab-Maintenance open NHL 7-2008 

Protocol (StiL) (ongoing)  

 
Treon S P Blood 2009;114:2375-2385, Rummel MJ et al., ASCO 2012, Lancet 2013 

 



ESMO Guideline in WM, first-line 

Buske C et al. Ann Oncol, Suppl 6, 155-159, 2013. 



Rummel MJ ... Brugger W, Lancet 2013 
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Bortezomib/Dexa/Rituximab as  

Primary Therapy for WM 

• Bortezomib/Dex/Rituximab 

used as first-line and 

maintenance therapy (N = 

23) 

- Dosing: bort 1.3 mg/m2,  

dex 40 mg, rituximab 375 mg/m2 

- CR/nCR: 5 (22%) 

- PR: 14 (61%) 

- Grade ≥ 2 adverse events:  

neuroparasthesias (69%),  

leukopenia (13%) 

- 19 patients remain progression 

free at median follow-up  

of 19.4 mos 

Treon SP, et al. ASCO 2008. Abstract 8519. 
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ESMO Guideline – WM, second-line 

Buske C et al. Ann Oncol, Suppl 6, 155-159, 2013. 

Ibrutinib 



Ibrutinib as second-/third line treatment  

Treon SP et al. NEJM April 2015 



Thank you 


