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For patients with chronic lymphocytic leukaemia (CLL), continuous therapy has been the standard, often leading 

to prolonged exposure to treatment and associated toxicities. The introduction of fixed-duration regimens, 

particularly those incorporating BCL-2 inhibitors, addresses the clinical need for effective disease control while 

allowing for periods off treatment.

K E Y  TA K E AWAY S

º The Pivot: Fixed-duration BCL-2 inhibitor-based combinations enable treatment-free intervals in first-line 

CLL, shifting from continuous therapy.

º The Data: A BCL-2 inhibitor backbone in targeted fixed-duration therapy demonstrated sustained 

progression-free survival (PFS) with a defined treatment period.

º The Action: Clinicians should consider fixed-duration BCL-2 inhibitor combinations for eligible first-line CLL 

patients to optimise treatment duration and quality of life.

The management of chronic lymphocytic leukaemia (CLL) has evolved significantly with the advent of targeted 

therapies. Historically, continuous treatment with agents like Bruton's tyrosine kinase (BTK) inhibitors has provided 

durable responses but necessitates indefinite drug exposure. This prolonged treatment duration can accumulate toxicities, 

impact patient quality of life, and increase healthcare resource utilisation. The clinical imperative, therefore, has been to 

identify regimens that maintain efficacy while offering patients a defined period off treatment. Fixed-duration therapies, 

particularly those leveraging the potent apoptotic induction of BCL-2 inhibitors, represent a strategic approach to address 

this balance. CLL, the most common leukaemia in adults in Western countries, typically affects older individuals, with 

a median age at diagnosis around 70 years. Its heterogeneous clinical course ranges from indolent disease requiring 

no immediate treatment to aggressive forms necessitating prompt intervention. The introduction of targeted agents has 

transformed the treatment landscape, moving away from chemoimmunotherapy for many patients.

The Trial
A phase III, randomised, open-label trial presented at ASCO 2026 investigated a novel fixed-duration combination 

therapy for previously untreated patients with CLL. The regimen utilised a BCL-2 inhibitor as the backbone, combined 

with a CD20 monoclonal antibody. The primary objective was to assess progression-free survival (PFS) and the 

proportion of patients achieving undetectable minimal residual disease (uMRD) in peripheral blood and bone marrow 

following a fixed treatment course. The trial enrolled 452 patients with confirmed CLL, randomised 1:1 to either 

the fixed-duration BCL-2 inhibitor combination or a standard-of-care continuous BTK inhibitor. Patients in the 
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fixed-duration arm received the BCL-2 inhibitor for 12 cycles and the CD20 antibody for 6 cycles. The continuous 

BTK inhibitor arm received treatment until progression or unacceptable toxicity. Baseline characteristics were balanced 

between the two arms, including age, Binet stage, and presence of high-risk genetic features such as del(17p) or TP53 

mutation. Patients were required to have an ECOG performance status of 0-2 and adequate organ function. Exclusion 

criteria included prior treatment for CLL, Richter's transformation, or active uncontrolled infection. The BCL-2 inhibitor 

targets the anti-apoptotic protein BCL-2, essential for the survival of CLL cells, while the CD20 antibody mediates 

antibody-dependent cellular cytotoxicity and direct cell death.

At a median follow-up of 36 months, the fixed-duration BCL-2 inhibitor combination demonstrated a median PFS that 

was not statistically different from the continuous BTK inhibitor arm (Hazard Ratio [HR] 0.92, 95% Confidence Interval 

[CI] 0.75-1.13, p=0.45). However, a key secondary endpoint revealed that 78% (95% CI 73-83%) of patients in the 

fixed-duration arm achieved uMRD in peripheral blood at 3 months post-treatment completion, compared to 32% (95% 

CI 27-37%) in the continuous BTK inhibitor arm (p0.001). The rate of uMRD in bone marrow was 65% (95% CI 

60-70%) in the fixed-duration arm versus 21% (95% CI 17-25%) in the continuous arm (p0.001). The safety profile 

of the fixed-duration regimen was consistent with known toxicities of its components. Grade 3 or higher neutropenia 

occurred in 48% of patients in the fixed-duration arm, managed with granulocyte colony-stimulating factor (G-CSF) 

support, compared to 12% in the continuous BTK inhibitor arm. Tumour lysis syndrome (TLS) events were observed 

in 3% of patients in the fixed-duration arm, all managed successfully with appropriate prophylaxis and monitoring. 

Discontinuation due to adverse events occurred in 15% of patients in the fixed-duration arm and 18% in the continuous 

BTK inhibitor arm.

The trial's primary limitation is the relatively short follow-up period for a disease like CLL, where long-term durability 

of response is paramount. While PFS was comparable, the long-term impact of achieving uMRD and subsequent 

treatment-free intervals on overall survival and time to next treatment remains to be fully elucidated. Further follow-up is 

necessary to determine the duration of uMRD and the optimal timing for retreatment upon disease progression. The study 

did not specifically evaluate patient-reported outcomes related to treatment-free intervals, which would provide valuable 

insight into the perceived benefits of this approach. Additionally, the open-label design, while common in oncology 

trials, introduces potential for bias, particularly in the assessment of subjective endpoints. Future research should also 

explore the cost-effectiveness of fixed-duration regimens compared to continuous therapies, considering the potential 

for reduced drug exposure and healthcare resource utilization over time.

CLINICAL IMPLICATIONS

The comparable progression-free survival between a fixed-duration BCL-2 inhibitor combination and 

continuous BTK inhibitor therapy, coupled with significantly higher rates of undetectable minimal residual 

disease, presents a compelling argument for a shift in first-line CLL management. For clinicians, the ability to 

offer patients a defined treatment period, followed by an interval off therapy, addresses a significant unmet 

need. This approach not only mitigates the cumulative burden of continuous drug exposure but also potentially 

improves patient adherence and overall quality of life, factors that are often overlooked in the pursuit of maximal 

efficacy.

The industry, particularly manufacturers of BCL-2 inhibitors like AbbVie and Genentech, will likely see this data 
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as validation for their fixed-duration strategies. The emphasis on uMRD as a surrogate for deep and durable 

response, even in the absence of a statistically significant PFS difference at this early stage, provides a strong 

marketing narrative. Payers, however, will scrutinise the cost-effectiveness of these regimens, especially 

given the higher initial acquisition costs of combination therapies compared to monotherapy. The potential for 

reduced long-term healthcare utilisation due to treatment-free intervals will need to be robustly demonstrated 

to justify these costs.

For patients, the prospect of a treatment holiday is substantial. While the higher rates of neutropenia 

with the BCL-2 inhibitor combination require careful management, the trade-off for a period without daily 

medication and its associated side effects is often highly valued. This trial reinforces the growing trend 

towards personalised medicine in CLL, where treatment decisions are not solely based on efficacy but also on 

the duration of therapy, patient preferences, and the potential for treatment-free intervals. Future guidelines 

from bodies such as the National Comprehensive Cancer Network (NCCN) and the European Society for 

Medical Oncology (ESMO) will need to integrate these fixed-duration options more prominently, providing 

clear guidance on patient selection and monitoring strategies.
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