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Treatment-naive CLL: ESMO guidelines 2020



Treatment-naive CLL: Mayo Clinic guidelines 2022

chemoimmunotherapy
abandoned?



Clinical results of FCR in treatment-naive CLL patients



Risk of second cancer after frontline FCR

Benjamini O et al, Leuk & Lymph, 2015

The risk of second cancers was 2.38 times higher than 
the expected risk in the general population



• Suboptimal efficacy in many CLL subsets

• Short and long-term toxicities

Major concerns about CIT in CLL

Need of novel agents



Treatment-naive CLL: Mayo Clinic guidelines 2022



VenO and BTKi for TP53-disrupted CLL

Ahn IE, et al, NEJM, 2020Al-Sawaf, et al, EHA, 2022

VenO Ibrutinib



Outline

• Overview of current guidelines for treatment-naive CLL

• Comparison between CIT and BTK inhibitors

• Comparison between CIT and Ven-based regimens

• Hot topics in CLL in October 2023



Ibrutinib-Rituximab versus FCR in treatment-naive CLL
ECOG 1912 study

Shanafelt TD et al, NEJM, 2019
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Ibrutinib versus BR in treatment-naive CLL
Alliance study

Woyach et al, NEJM, 2018
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Ibrutinib versus BR in treatment-naive CLL
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Woyach et al, NEJM, 2018

• The rate of grade 3, 4, or 5 hematologic adverse events was 
higher with bendamustine plus rituximab (61%) than with 
ibrutinib or ibrutinib plus rituximab (41% and 39%, 
respectively)

• The rate of grade 3, 4, or 5 non hematologic adverse events 
was lower with bendamustine plus rituximab (63%) than 
with the ibrutinib-containing regimens (74% with each 
regimen)

• Infections occurred in all three treatment groups

• Atrial fibrillation of any grade occurred in 3% of the patients 
in the bendamustine plus rituximab group, 17% in the 
ibrutinib group, and 14% in the ibrutinib-plus-rituximab 
group. 

• Grade 3 or higher hypertension occurred in 14%, 29%, and 
34%, respectively.



Acalabrutinib versus O-Chlorambucil in treatment-naive CLL
Elevate TN study

Sharman JP et al, Leukemia, 2022
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Covalent BTK inhibitors



Zanubrutinib versus BR in treatment-naive CLL
Sequoia study

Tam CS et al, Lancet Oncol, 2022



Zanubrutinib versus BR in treatment-naive CLL
Sequoia study

Tam CS et al, Lancet Oncol, 2022



Zanubrutinib versus BR in treatment-naive CLL
Sequoia study

Tam CS et al, Lancet Oncol, 2022



Outline

• Overview of current guidelines for treatment-naive CLL

• Comparison between CIT and BTK inhibitors

• Comparison between CIT and Ven-based regimens

• Hot topics in CLL in October 2023





CLL13 trial

The percentage of patients with 
undetectable minimal residual 
disease was significantly higher in 
the venetoclax–obinutuzumab
group and the venetoclax–
obinutuzumab–ibrutinib group 
than in the CIT group (P<0.001 for 
both comparisons), but it was not 
significantly higher in the 
venetoclax–rituximab group 
(P=0.32).



CLL13 trial

Eichhorst et al, NEJM, 2023



CLL13 trial

Eichhorst et al, NEJM, 2023

PFS, U-IGHV PFS, M-IGHV

3y PFS
SCIT 65.5%
VenR 76.4%
VenO 82.9%
IVO 86.6%

3y PFS
SCIT 89.9%
VenR 87.0%
VenO 93.6%
IVO 96.0%



While chemoimmunotherapy is being abandoned, 

new questions emerge about CLL treatment…

Boston, iwCLL 2023
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Treatment of intermediate-risk (WT TP53 and U-IGHV) patients
Continuous or fixed duration treatment?

Burger JA et al, Leukemia, 2020

ibrutinib G-Ven

Al-Sawaf O et al, Nat Comm, 2023
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Acalabrutinib versus Ibrutinib in del17p and del11q R/R CLL
ELEVATE R/R study

Byrd JC et al, JCO, 2021



Byrd JC et al, JCO, 2021







Choice of BTK inhibitor

IBRUTINIB
• Longer follow-up
• QD administration 

schedule
• Experience with dose 

reduction
• Higher incidence of AF

ACALABRUTINIB
• Reduced incidence and 

different timing of AF
• Reduced incidence of hypertension
• Headache
• (PPI discontinuation)

ZANUBRUTINIB
• Reduced incidence of AF
• Better efficacy?
• Higher incidence of 

hypertension
• Neutropenia
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Aronson JH et al, Am J Hematol, 2022; Mato AR et al, Lancet, 2021

Survival of double-R CLL Pirtobrutinib in R/R CLL/SLL
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Venetoclax + Ibrutinib in TN CLL

Primary endpoint: CR/Cri rate in patients without del(17p)
Secondary endpoints: ORR, DoR, uMRD rates, PFS, OS

Tam C, et al, Blood, 2022 



Venetoclax + Ibrutinib in TN CLL

At latest update:
4-year PFS = 79%



Conclusion and Discussion
• As demonstrated by multiple clinical trials, BTK inhibitors and venetoclax-based 

regimens outperform CIT in first and subsequent lines of treatment

• Efficacy of novel agents over CIT is more evident in intermediate and high-risk CLL

• Also low-risk patients benefit from novel agents by virtue of their efficacy and 
lower/different short and long-term toxicity

• Among novel regimens, treament choice must be individualized based on biological 
features, patient’s age and comorbidities, hospital access, etc.

• Optimal choice and sequencing of novel regimens is still matter of clinical investigation

• Re-treatment after fixed duration therapy?



Grazie per l’attenzione


