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Agenda

• Evolution of CLL treatment

• FTD therapy in 1L CLL treatment

• FTD therapy in R/R CLL treatment



Treatment evolution in 1L CLL: 
shifting paradigms in treatment strategy and goals



Initiation

Trasforming
Lesion Clonal evolution

Predisposition Promotion/Accumulation

Del13q (BCL2)
+12
MYD88

Polygenic
IRF4, IRF8
Other

BCR TLR
CD38 VLA-4 
NOTCH CXCR4

TP53
SF3B1, ATM
BIRC3, NOTCH1
MYC, ATM
Other

Gaidano et al, Hematology 2017; Moia and Gaidano, Semin Hematol 2024

Pathogenesis of CLL reveals therapeutic predictors and targets



Molecular targets for CLL therapy



Clonal hematopoiesis (CH) and risk of SPM in CLL according to treatment

• BCL2i and BTKi do not induce CH expansion, which was instead
driven by chemotherapy

• CH is significantly associated with a higher risk of second 
hematological malignancies only in chemo‐exposed patients

Cosentino et al., HemaSphere 2026



Venetoclax and Ibrutinib work synergistically through distinct
and complementary modes of action



Sinergy of BTKi-BCLl2i as a class effect
Synergy of venetoclax with acalabrutinib1
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Treatment evolution in 1L CLL: 
shifting paradigms in treatment strategy and goals
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Patient preference1

Cost/anticipating expenses1

Initial management 

(TLS monitoring, potential hospitalizations)2,3,8
Convenience and time off treatment1

Reduced potential for resistance7

Patient’s worry that CLL might worsen or 

spread during time off treatment1

DisadvantagesAdvantages
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Disadvantages

Route of administration1

Efficacy (PFS1) sustained over long periods2

Minor effect of adverse prognostic factors on efficacy2–4

Assurance of continuous therapy1

Cumulative toxicity2

CV side effects2,3,5

Burden of therapy; lack of compliance2,6

Cost1,2 Potential for resistance7

CLL, chronic lymphocytic leukemia; CV, cardiovascular; FTD, fixed treatment duration; PFS1, time from start of therapy to the occurrence of first relapse; TLS, tumor lysis syndrome.
1. Ravelo A, et al. ASH 2023. Abstract P3706 (Poster); 2. Seymour JF. Blood Adv 2022; 6:1365–1370; 3. Brem EA & O’Brien S. Blood Adv 2022; 6:1361–1364; 4. Barr PM, et al. Blood Adv 2022; 6:3440–3450; 
5. Bhat SA, et al. Blood 2022; 140:2142–2214; 6. Alu A, et al. J Hematol Oncol 2022; 15:138; 7. Al-Sawaf O & Davids MS. Clin Cancer Res 2024; 30:471–473; 8. Coombs C, et al. Fixed-Duration vs Continuous Therapy–First-Line 

Choices in CLL. Onco Live 2025. Available at: https://www.onclive.com/view/fixed-duration-vs-continuous-therapy-first-line-choices-in-cll (accessed August 2025).

Considerations for treatment: Continuous vs FTD (1L and RR)



What is new in the EHA guidelines?



Eichhorst, B et al. HemaSphere 2026; 10:e70403

Frontline recommendations: FTD is preferred



FTD should be discussed

Frontline recommendations for cases with TP53 disruption

Eichhorst, B et al. HemaSphere 2026; 10:e70403



Eichhorst, B et al. HemaSphere 2026; 10:e70403 (corrected version)

Frontline treatment algorithm (1L)

FTD options

Eichhorst, B et al. HemaSphere 2026; 10:e70403



Eichhorst, B et al. HemaSphere 2026; 10:e70403

Finite duration, 

treatment-free interval and 
accumulation of AEs 
not mentioned in the figure

Heatmap of individual features to guide treatment decision

Eichhorst, B et al. HemaSphere 2026; 10:e70403



Treatment Choice: the value of Treatment Duration and Cumulative Tox



Venetoclax is the backbone therapy in CLL



Continuous versus FTD: the CLL17 trial



CLL17: PFS rates and response to treatment



CLL17: Fixed venetoclax-based therapies are also effective in intermediate-high risk patients



CLL17: Safety profile consistent with known adverse events but time-limited therapies show 
a better outcome in elderly, unfit patients



CLL14: V+O - 9-year follow-up at EHA 2026 



Feasibility and safety of Venetoclax–Obinutuzumab in fit and unfit CLL patients: Comparison
of CLL13 and CLL14 pooled analysis with an Italian clinical practice cohort



CAPTIVATE Study:  V+I at 5.5- year follow-up 



GLOW Study: V+I at 5.5- year follow-up

67 months



GLOW and CAPTIVATE-FD: Safety results



Real-life experience of Ibrutinib plus Venetoclax as front-line therapy in patients with CLL: 
an ERIC Study



Real-life experience of Ibrutinib plus Venetoclax as front-line therapy in patients with CLL: 
an ERIC Study



Kinome selectivity of cBTKi



V+A: AMPLIFY study design, PFS and TTNT



AMPLIFY: V+A offers manageable safety limiting long-term drug exposure



AMPLIFY: Events of clinical interest



V+A vs A mono - Safety (Grade ≥3 TEAEs) 



V+A vs A mono - Safety (Grade ≥3 TEAEs) 



The consistent value of TTNT across V+X regimens



A look to the future: the CLL18 trial
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V+R, the only FTD in the R/R setting (post CIT)



V+R MURANO: Safety overview



CLL CORE RWE study: mPFS of a Ven-based regimen
post-cBTKi in 2L setting

V+R 2L 
(post BTKi)

 

43,2 m 
mPFS



RWE – 2L V + R in CLL after progression on BTKi V+R 2L 
(post BTKi)
 

39,3 m



CORE - Ghosh et al. 2024

Real-world retrospective observational study
RWE

RR CLL Patients who discontinued previous treatment for Disease Progression or Intolerance

V+R 2L 
(post BTKi)

 

43.2 mo 
mPFS

CORE – EHA 2025

Real-world retrospective observational study
RWE

RR CLL Patients who discontinued previous treatment for Disease Progression ONLY

V+R 2L 
(post BTKi)

 

39.3 mo 
mPFS

Pirto 
(BRUIN 321)

 

14m

mPFS

Sharman et al. 2025; Flery et al EHA 2025; Ghosh et al. AJH 2025; Davids et al. EHA 2026

BRUIN 322 – EHA 2026

Phase 3 Randomized Clinical Trial – PVR vs VR
Ph3

RR CLL Patients who may have received a cBTKi (median 2 prior LoT)

V+R 2L+ 
(post BTKi)

 

39.7 mo 
mPFS

V+R post cBTKi
Novel evidence from the BRUIN 322 study







V+R 2L+ 
(post BTKi)

 

39.7 mo 
mPFS





Ven mono

Venetoclax monotherapy post-cBTKi



V+R, supported by the long-term evidence from the MURANO 

trial, remains the only treatment option in the 2L+ setting that 

provides an FTD approach with a defined time off treatment

Eichhorst, B et al. HemaSphere 2026; 10:e70403

R/R treatment algorithms: relapse after CIT



Eichhorst, B et al. HemaSphere 2026; 10:e70403

R/R treatment algorithms: relapse after 1L Ven

V+R remains the only treatment option in the 2L+ setting that 

provides an FTD approach with a defined time off treatment



Eichhorst, B et al. HemaSphere 2026; 10:e70403

R/R treatment algorithms: relapse after cBTKi

V+R remains the only treatment option in the 2L+ setting that 

provides an FTD approach with a defined time off treatment

Eichhorst, B et al. HemaSphere 2026; 10:e70403



*BRUIN 322 – Davids et al. 2026; ** Thompson et al. 2024; °BRUIN-321 – Sharman et al. 2025

1L cBTKi

2L V+R Off treatment 3L pirtobrutinib

2L pirtobrutinib 3L V+R
Off 

treatment

Progression

(~6-8 years)

(~40 months - 3,5 years)*

(14 months, 1,2 years)°

(~14 months, 1,2 years)°

(~24 months, 2 years)**

Around 3y of PFS with short time off treatment after 3L V+R

Around 5y of PFS with 2 years of time off treatment after 2L V+R

V+R remains the only treatment option in the 2L+ setting that provides an FTD approach 

with a defined time off treatment

Sequencing strategies in the R/R setting



Studi clinici e RWE confermano l'efficacia e la sicurezza di venetoclax, in 

combinazione o in monoterapia, anche in pazienti pluritrattati e dopo esposizione a cBTKi

Venetoclax si conferma la backbone therapy nella CLL con i regimi V+X, sia nel 

setting di prima linea (1L) sia in quello recidivato/refrattario (R/R)

Lo studio CLL17 segna un cambio di paradigma nella CLL, consolidando 

la FTD con V+X come standard di cura in 1L, con efficacia non inferiore rispetto alla 

terapia continuativa con BTKi

L'analisi finale dello studio MURANO conferma benefici duraturi di PFS e TTNT con V+R, 

consolidandone il profilo di efficacia e sicurezza nel setting R/R

I risultati dello studio AMPLIFY su V+A ampliano il paradigma della FTD in 1L, 

offrendo un’opzione a durata definita anche a pazienti precedentemente non 

candidabili per motivi di sicurezza

Author’s own opinion

Key takeaways

Author’s opinion
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