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• Rare: 1-4% of lymphomas, but may be underrecognized
• Two distinct lymphomas co-occurring in one patient

• Metachronous
• Synchronous

• Typically occur in the same organ
• Commonly comprise two subtypes of non-Hodgkin lymphoma, or 

the combination of a non-Hodgkin lymphoma and Hodgkin 
lymphoma

• No well-defined standard of care
• Tumors are often clonally related

• In cases comprising the co-occurrence of non-Hodgkin with 
Hodgkin lymphoma, the malignant clones are thought to be 
derived from a common precursor, usually a germinal center B 
cell

• Lymph node or tissue biopsy remains mainstay of diagnosis
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Treatment - Principles
• Overall therapeutic strategy needs to consider both disease components

• Current first-line chemotherapy protocols are based on alkylating agents

• Indolent lymphomas: 6 cycles of bendamustine and rituximab induce remissions in 
90% of patients

• Remission can be prolonged by using anti-CD20 maintenance therapy

• Aggressive lymphomas: alkylating agents combined with anthracyclines, 
glucocorticoids, and other agents

• CD20+ B-cell lymphomas: alkylating agents are combined with antibodies directed 
against CD20

• DLBCL: 6 to 8 cycles of R-CHOP (rituximab, cyclophosphamide, doxorubicin, 
vincristine, prednisone) is standard of care

• CD20- lymphomas: treatment is tailored to size of tumor mass

• ABVD (doxorubicin, bleomycin, vinblastine, dacarbazine) or BEACOPP for more 
advanced stages (bleomycin, etoposide, doxorubicin, cyclophosphamide, 
vincristine, procarbazine, prednisone)





Treatment – Patient Characteristics
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Treatment Outcome – PFS and OS
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How	I	manage	patients	with	grey	zone	lymphoma

British Journal of Haematology
Volume 174, Issue 3, pages 345-350, 15 JUN 2016 DOI: 10.1111/bjh.14174
http://onlinelibrary.wiley.com/doi/10.1111/bjh.14174/full#bjh14174-fig-0002
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