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Evolution of treatment
A shift in treatment strategy:

time-limited vs continuous therapy



Targeted therapies are now treatment of choice for CLL



2024 ESMO guidelines for first line CLL treatment



Continuos treatment strategy: BTK-i
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RESONATE-2

Naïve ≥ 65 y
Ibrutinib vs chlorambucil

Ibrutinib provides durable disease control 
(~9-year PFS)

Benefit maintained across high-risk subgroups 
Median OS not reached





ELEVATE-TN
6-year PFS: 78% with acalabrutinib–obinutuzumab, 62% with acalabrutinib

Median PFS not reached in both acalabrutinib arms

Benefit maintained in high-risk subgroups





Median 5-Year Follow-Up of SEQUOIA study 

Estimated 60-month PFS rates were 75.8%



Median 5-Year Follow-Up of SEQUOIA study 
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The comparison of any grade adverse events The comparison of grade 3-5 adverse events



Continuous BTKi therapy: strengths and limitations

Can we achieve deep, durable responses without continuous therapy?

• Durable disease control (long-term PFS across trials) 
• Efficacy maintained in high-risk genomics
• Oral, continuous treatment 
• Costs

Unmet needs
• Indefinite treatment exposure
• Cumulative toxicity (CV events, adherence) 
• Limited rates of deep responses (uMRD)
• Need for treatment-free intervals



Progression-Free Survival (PFS)
•PFS a 6 anni: ~53%
•HR ~0.40 vs Clb-Obi 
More than half of patients remain progression-free without therapy.

Venetoclax-obinutuzumab for previously untreated chronic lymphocytic 
leukemia: 6-year results of the randomized phase 3 CLL14 study



Venetoclax-obinutuzumab for previously untreated chronic lymphocytic 
leukemia: 6-year results of the randomized phase 3 CLL14 study



TTNT at 6 years: ~65%
The majority of patients do not require second-line therapy

Venetoclax-obinutuzumab for previously untreated chronic lymphocytic 
leukemia: 6-year results of the randomized phase 3 CLL14 study

High uMRD rates with Ven-Obi
End of treatment (EOT): uMRD <10⁻⁴ in ~76%

Durability but not permanence
At 5 years post-treatment: ~8% uMRD (<10⁻⁴) in ITT population



Biological complementarity: foundation for combination therapies

Visentin A, Mauro FR. Lights and shades of front-line treatment with covalent BTK inhibitors combined with venetoclax in patients with chronic lymphocytic leukemia. Oncol Rev. 2025 Dec 18;19:1703228. doi: 
10.3389/or.2025.1703228. PMID: 41488721; PMCID: PMC12756417.



Fixed duration BTK-i + Venetoclax













% of patients with uMRD in PB 
with VO, 73%,  mirrored the percentages reported in the CLL13 and CL~L14 trials (>70%), 

and VI, 47.2%, those of the CAPTIVATE and GLOW trials ( ~50%)







In patients with TP53 aberration, HR favored arms containing I for PFS
3-year PFS rates were 62.0%, 69.0%, and 79.4% for VenO, VenI, and I, respectively







Molica, S. (2025). Navigating the gap between guidelines and practical challenges in selecting first-line therapy for chronic lymphocytic leukemia. Expert Review of Hematology, 18(3), 195–200. 
https://doi.org/10.1080/17474086.2025.2469719



Younger patients:
• Time-limited therapy
• Lifelong disease control
• No relapse expected
• uMRD

Older patients:
• Normal life expectancy
• No CLL-related symptoms
• Functional cure        

Conclusion

Historically: treatable, but not curable!

With targeted therapies: the concept of “cure” is being redefined

“Cure” is not a uniform endpoint
Treatment goals must be patient-adapted


