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Follicular lymphoma is an intriguing tumor, that may develop after many years of clinically occult 

circulation of cells carrying the translocation hallmark of this disease, the t(14;18)(q32;q21). In recent 

years, new insights on the tumor biology of this lymphoma have been discovered (Huet, Nat Rev 

Cancer, 2018). The mutation landscape is dominated by alterations of genes involved in epigenetic 

control that appear to occur early during the disease development; some of those, as well as other 

mutations, were recently shown to remodel the tumor microenvironment, allowing lymphoma cells 

to escape to immune control. Despite these advances and the description of several biological based 

prognostic indexes, patients prognosis is still usually assessed using standard clinical variables, such 

as tumor burden, FLIPI indexes of more recently the PRIMA-PI index (Bachy, Blood 2018) 

The treatment of patients with follicular lymphoma has been profoundly modified with the emergence 

of anti-CD20 antibodies 20 years ago. Patients with a low tumor burden can still be safely watched, 

even if rituximab single agent allows a clinical response in 3 out of 4 patients. When patients present 

with a high tumor burden or symptoms, immunochemotherapy is usually indicated since this 

approach has shown to improve patients overall survival. Different chemotherapy backbones can be 

used, with different safety and efficacy profiles. Recently, obinutuzumab, when substituted to 

rituximab, was also shown to improve the outcome of patients receiving immunochemotherapy. 

Chemotherapy free regimens have been also developed, and the combination of rituximab and 

lenalidomide appears to have a similar efficacy profile as compared to immunochemotherapy in the 

first line setting (Morschhauser, NEJM 2018). When patients experience disease progression after 

their initial management, many options can be discussed, ranging from other immunotherapy 

approaches to stem cell transplant.  

Despite the dramatic improvement of survival expectancy for patients with follicular lymphoma in 

last 2 decades, lymphoma still represents the leading cause of death (Sarkozy et al.) and new 

personalized treatment approaches still need to be developed.  

 


