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SUMMARY 

Mantle cell lymphoma (MCL) is a rare B-cell lymphoma with an incidence of approximately 70-

80 patients per year in Denmark, hence accounting for 5% of all non-Hodgkin lymphomas. Since 

its recognition as an independent disease entity, it has been associated with an exceedingly 

poor prognosis. However, during the past decades intensified immuno-chemotherapeutic 

regimens have improved the outcome for especially the younger patients markedly. One of the 

first regimens to report such improvement was the Nordic MCL2 trial which improved the 4-

year overall survival from less than 50% to 81% by the addition of rituximab, cytarabine, and 

autologous stem cell transplantation to the standard lymphoma-regimen, CHOP. This regimen 

still today remains standard-of-care in the Nordic countries as well as in many countries world-

wide.  

In the first paper of this thesis, we set out to describe the long-term outcomes of patients 

treated in the MCL2 trial, and specifically, we aimed to explore the possibility of a cure. 

Encouragingly, after a median of 11.4 years of follow-up, still more than half of the patients 

were found to be alive and more than 40% of all patients remained in first remission. However, 

survival curves showed no plateaus and relapses occurred continuously throughout the entire 

follow-up period, thus arguing against signs of a cure.  

The aim of paper II was to explore the prognostic potential of recurrent genetic aberrations in 

patients treated in the MCL2 trial and the similar MCL3 trial. We found that patients with TP53-

mutated disease (11%) displayed a dismal outcome with a median overall survival of less than 2 

years and progression-free survival less than 1 year. Moreover, in multivariable models, TP53-

mutations overruled all other prognostic biomarkers. 

Based on the above, there was clearly a need for new therapeutic approaches for the TP53-

mutated MCL. Hence, in paper III, we explored TP53-mutations in the context of elderly MCL 



patients who received the novel immuno-modulatory drug, lenalidomide, in addition to the 

standard immuno-chemotherapy, rituximab-bendamustin. However, again TP53-mutations 

depicted a subset of patients with early disease-progression and poor survival. Thus, in the last 

paper IV, we explored a cohort of relapsed MCL patients who, in addition to rituximab and 

lenalidomide, had received the novel B-cell receptor signaling pathway inhibitor, ibrutinib, 

which had shown unprecedented single-agent response rates in MCL. This combination 

achieved very high overall response rates, and interestingly it seemed, regardless of the 

mutational status of TP53. Hence, this trial suggested that the addition of ibrutinib had 

potentially counteracted the adverse influence of the TP53-mutations. Unfortunately, in longer-

term follow-up of this and other ibrutinib-containing regimens, TP53-mutations maintained a 

negative prognostic impact. Thus, new therapies, drugs or drug-combinations are still 

warranted.  

The combination of ibrutinib with the BCL2-inhibitor, venetoclax, is a promising constellation in 

MCL; however, patients carrying TP53-mutated MCL still seem to do worse than patients 

without. Recent data suggest a role for allogeneic bone marrow transplantation, but also other 

less toxic immunotherapies are in the pipeline. Onwards, there is a need for a continued 

evaluation of the TP53-status in clinical trials examining new drugs and therapies, and for a pre-

clinical exploration of new ways to target and thus combat the mutated TP53-clones. 

 


