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The treatment landscape for chronic lymphocytic leukemia (CLL) has dramatically changed due to the 
introduction more than a decade ago of the first BTK inhibitor. Together with BCL-2 inhibitor, this has 
allowed to progressively move away from immunochemotherapy to chemo-free treatments for most if 
not all patients. The impressive efficacy of BTK inhibition with rapid and prolonged responses has led 
to a subsequent quest for improvements in this class of drugs with the production of second and third 
generation of BTK inhibitors that confirm and extend the great efficacy and overall tolerability of this 
mechanism of action.  
BTK inhibitors are typically characterized by a broad efficacy in all subgroups of patients with CLL 
including those once considered at high risk, due to the presence of TP53 aberrations and/or unmutated 
IGHV genes. Response are prolonged and durable, with more than 5-8 years of follow-up in front-line 
but achieving rarely complete clinical responses, though this does not affect the long-term outcome of 
patients. Due to this, all these drugs need to be administered continuously until progression or 
intolerance. In terms of safety, BTK inhibitors show a cardiovascular toxicity such as an increase of the 
blood pressure, occurrence of atrial fibrillation/flutter and of minor and major bleeding that may lead to 
discontinuation if not properly managed. 
The need of continuous treatment with the related risk of adverse events with time, the possibility of 
clonal evolution/drug resistance and the overall financial burden, has recently led the investigators to 
test combinations with Venetoclax (for 1 or 2 years) to allow for fixed-duration strategy that now start 
being used at least in some parts of the world. 
The path to cure of CLL remains still open, but thanks to the use of continuous BTK inhibition our 
patients >65 years of age have now a life expectancy that is similar to that of unaffected individuals of 
the same age.  
 
 


