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 Development of CLL targeted therapy began with the approval of the B cell receptor pathway 
inhibitors, in particular the BTK inhibitors, which were developed largely as single agents to be given 
as continuous therapy.  As these regimens moved to earlier lines of therapy, it became increasingly clear 
that continuous therapy over years had potentially undesirable consequences, including the 
accumulation over time of toxicity and cost, as well as the risk of selecting resistant clones.  Therefore, 
clinical development efforts shifted to focus more on time-limited targeted therapy, beginning with the 
one year venetoclax obinutuzumab (VO) regimen developed in the CLL14 study, and since then moving 
on to combined BTK inhibitor (BTKi) – venetoclax regimens that have been studied as fixed duration 
or minimal residual disease (MRD) guided regimens.  With longer follow-up of all of these studies, 
some themes have begun to emerge.  The first is that, after time-limited therapy, disease with higher risk 
biology tends to relapse earlier, just as we saw in the era of FCR chemoimmunotherapy.  Hence in 
CLL14, patients with 17p deletion relapse with the shortest median PFS (49 mos), while those with 
unmutated IGHV have also reached a median PFS at 64.2 months.  In contrast, the patients with mutated 
IGHV have very prolonged remissions that are ongoing.   Again, similar to what we saw with FCR, 
achievement of undetectable MRD is very predictive of outcome after time-limited VO.  In contrast, 
continuous therapy with BTK inhibitors – if the patient is able to remain on the BTK inhibitor -- appears 
to be effective in substantially reducing the excess risk associated with IGHV unmutated or 11q deleted 
disease.  Even TP53 aberrant disease can have prolonged remissions on continuous BTK inhibitors – 
although these remissions still appear shortened compared to patients without TP53 aberrancy.  Data are 
only starting to emerge on the BTK inhibitor-venetoclax combinations, but so far it appears that, when 
truly fixed duration, the biologic prognostic factors again predict durability of response, although 
achieving undetectable MRD may not be quite as predictive of progression-free survival as it is after 
venetoclax obinutuzumab.  Interestingly, rates of undetectable MRD in patients with mutated IGHV are 
lower after BTKi-venetoclax combinations than they are after venetoclax obinutuzumab, although 
implications for progression-free survival are not yet clear.  Many outstanding questions remain, and 
include patient selection for the different types of time-limited therapies, optimizing the duration of 
time-limited therapies, and understanding the potential benefit of re-treatment with the same time-
limited therapy at relapse.   
 


