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Aggressive B-cell lymphomas are clinically and pathologically diverse and reflect 
multiple pathways of transformation involving, among others, oncogenic signalling, 
lymphoma-stroma crosstalk and intrinsic protein homeostasis. Alterations in these 
highly regulated processes play a key role in the progression of the malignant clone 
and correlate with a high failure rate in treatment protocols. In the last decade, new 
therapies applied to the treatment of B-cell lymphoma have significantly improved the 
overall survival of these patients, but so far, no single agent can cure these diseases. At 
the origin of the gap between promising preclinical results and failure in clinical phase 
II/III, conventional preclinical models lack predictive value in the main trials carried out 
in these cancer subtypes. 

To foster the bench-to-bedside translation of innovative therapeutic strategies 
more selective and more suited to the biology of B-cell lymphoma, our team has been 
focused on the development of innovative in vitro (2D and 3D multicellular co-
cultures) and in vivo (mice and chicken embryo xenografts) models of the most 
prevalent and/or aggressive subtypes of B-cell non-Hodgkin lymphoma (NHL). In the 
last 10-15 years, these models allowed us to unravel some crucial aspects of the 
interplay between lymphoma cells and their stroma, and to decipher the mechanism 
of action of several agents directed against specific tumour-associated processes like 
protein homeostasis, microenvironment signalling, or epigenetic control of cancer cell 
growth (1–4). 
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