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2024 ESMO Treatment guidelines: 1L treatment for CLL

Eichhorst B & Ghia P Annals of Oncology, 2024

Younger/Fit Younger/FitOlder/Unfit Older/Unfit

IGHV Mutated
No TP53 aberration

IGHV UnmMutated
No TP53 aberration
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CLL14 – V+O vs. ClbO: 6-yr FOLLOW-UP 

Al Sawaf et al, Blood 2024

OS

PFS TTNT



Al Sawaf et al, Blood 2024

M-IGHV-mPFS: NR

U-IGHV-mPFS: 65m
TP53 disr.mPFS 52m

mPFS: NR

PFS by IGHV PFS by TP53

CLL14 – V+O vs. ClbO: 6-yr FOLLOW-UP 



Al Sawaf et al, Blood 2024

PFS by MRD

61.5%

22.7%

43%

66.4%
uMRD

dMRD

CLL14 – V+O vs. ClbO: 6-yr FOLLOW-UP 



Study design uMRD rates by treatment arm

CLL13 trial: >5y follow-up

• Fürstenau M, et al. Lancet Oncol 2024



PFS by treatment arm
PFS by treatment arm in IGHV unmutated patients

IVO> all other treatment armsIVO> all other treatment arms

• Fürstenau M, et al. Lancet Oncol 2024

CLL13 trial: >5y follow-up



Niemann, et al. ASH 2024

Study Design

PFS by IGHV OS

Basic characteristics

IV OClb

No patients 106 105

Median age, yrs 71 71

U-IGHV 63% 54%

TP53 mut. 6.6% 1.9%

Patients characteristics

GLOW trial: 5.5y Follow-up

PFS 

67-mo median follow-up 



Niemann, et al. ASH 2024

TTNT

GLOW trial: 5.5y Follow-up

PFS by MRD



Study Design Patients characteristics

CAPTIVATE study: Final analysis of FD ibrutinib + Venetoclax for CLL/SLL

Wierda et al. EHA 2025



CAPTIVATE study: Final analysis of FD ibrutinib + Venetoclax for CLL/SLL

Median FU: 69 
months

Wierda et al. EHA 2025

66%

97%

FD-cohort: 60% FD-cohort: 96%

5.5 yr PFS and OS: Total population ( N=202)



36%

FD-cohort
With TP53 ab.: 30% 

Without TP53 ab.: 60%

FD-cohort
Unm. IGHV:53%
Mut. IGHV: 80%

PFS : Total population ( N=202)

70% 59%

84%

Wierda et al. EHA 2025

CAPTIVATE study: Final analysis of FD ibrutinib + Venetoclax for CLL/SLL



uMRD4 at C7: 60%
uMRD4 at EOT: 71%

FD-CAPTIVATE: Impact of uMRD4 measured at C7 and EOT on PFS  

Wierda et al. EHA 2025



uMRD4 at C7: 31%
uMRD4 at EOT: 47%

uMRD4 at C7: 65%
uMRD4 at EOT: 76%

FD-CAPTIVATE: Impact of uMRD4 measured at C7 and EOT on PFS  

Wierda et al. EHA 2025



uMRD4 at C7: 50%
uMRD4 at EOT: 66%

uMRD4 at C7: 91%
uMRD4 at EOT: 92%

FD-CAPTIVATE: Impact of uMRD4 measured at C7 and EOT on PFS  

Wierda et al. EHA 2025



1L Fixed-Duration treatment for CLL: TTNT 

6yTTNT

79,0%

V+O - CLL14

Time on treatment

4y TTNT

90,4%

V+O - CLL13

Time on treatment

Al-Sawaf O, et al. Blood 2024; Fürstenau M, et al. Lancet Oncol 
2024

La combinazione Venetoclax + Ibrutinib è riportata nella RCP del medicinale a base di ibrutinib.

BCL2-IT-00354-E



1L Fixed-Duration treatment for CLL: TTNT 

5.5y  TTNT

80,7%*

V+I - GLOW

Time on treatment

*calculated as 100 - 19,3

Niemann et al. ASH 2024 

La combinazione Venetoclax + Ibrutinib è riportata nella RCP del medicinale a base di ibrutinib.BCL2-IT-00354-E

At 5.5 years, 73% of 
patients required no 
additional treatment

5.5y  TTNT

73.3%



Brown et al., NEJM 2025

AMPLIFY: 1L Fixed-Duration Acalabrutinib + Venetoclax ± Obinutuzumab vs CIT in 
CLL



PFS OS

Amplify trial: AV vs. AVO vs CIT

Brown et al., NEJM 2025

Median follow-up from randomization: 40.8 months  (range, 0-59),



Brown et al., NEJM 2025

AMPLIFY: 1L Fixed-Duration Acalabrutinib + Venetoclax ± Obinutuzumab vs CIT in 
CLLPFS by IGHV AEs of Clinical Interest



BCL2-IT-00141-IT - Questo documento è ad esclusivo uso educazionale dei dipendenti AbbVie.
Non può essere fornito agli operatori sanitari e/o utilizzato come materiale promozionale.

Davids et al. JCO 2025
A+V e A+V+O sono approvati da EMA ma non ancora rimborsati da AIFA.

Phase II Study of Acalabrutinib, Venetoclax, and Obinutuzumab in a TNCLL Population Enriched for HR 
Disease



BCL2-IT-00141-IT - Questo documento è ad esclusivo uso educazionale dei dipendenti AbbVie.
Non può essere fornito agli operatori sanitari e/o utilizzato come materiale promozionale.

uMRD in PB

Davids et al. JCO 2025
A+V e A+V+O sono approvati da EMA ma non ancora rimborsati da AIFA.

uMRD in BM



Soumerai et al, ASH 2024
Si specifica che il regime terapeutico discusso non è approvato da alcun ente regolatorio.

BOVEN REGIMEN: 1L zanubrutinib+venetoclax+obinutuzumab

Soumerai et al., ASH 2024



MRD4-free survival

52 patients

Median FU 57 mo

Med. age 62 yrs

Unmutated IGHV 71%

TP53 del/mut 17%

Response evaluable 50/52



Combined Pirtobrutinib, Venetoclax, and Obinutuzumab As First-Line Treatment of Patients with CLL

Jain et al., 2024 ASH, abstract #1867BCL2-IT-00119-IT - Questo documento è ad esclusivo uso educazionale dei dipendenti AbbVie.
Non può essere fornito agli operatori sanitari e/o utilizzato come materiale promozionale.

La presente slide contiene regimi terapeutici non
ancora approvati da alcun ente regolatorio

80 TN patients







Considerations to optimize treatment sequencing



MURANO TRIAL: VR vs. BR in R/R patients with CLL: 7 years follow-up

Kater et al Blood 2025



MURANO TRIAL: VR vs. BR in R/R patients with CLL: 7 years follow-up

Kater et al Blood 2025

INV-assessed PFS OS TTNT



MURANO TRIAL: VR vs. BR in R/R patients with CLL: 7 years follow-up

PFS by IGHV mutation status PFS by TP53 deletion/mutation 

Kater et al Blood 2025



MURANO TRIAL: VR vs. BR in R/R patients with CLL: 7 years follow-up

Kater et al Blood 2025

PFS by MRD status in PB at EoT



no BTK, PLCG2, mutations in 
25/29 patients with PD after  15 
cycles of IV

BTK mutations the dominant 
reason for PD CLL after cBTKi

Montoya S, Thompson MC. Cancers. 2023;15:3648.  Blombery P et al. Blood Adv. 2022;6:5589-5592; Woyach J et al. Blood. 2024;144:1061-1068. Brown J et al. Blood. 2023;142 (suppl 
1):1890. Jain et al. . Tausch E, et al. EHA 2021. Abstract S144 (Oral); 2. Tam CS, et al. Blood 2022; 139:3278–3289

Mutations preventing effective target inhibition rare with FD therapy

No acquired mutations in BCL2 
family genes
after 12 cycles of  VenO or OClb

Regimens with continuous BTKi CLL14 trial CAPTIVATE trial

Less prolonged drug exposure = lower risk of mutations



CAPTIVATE-FD: RETREATMENT

Wierda et al., EHA 2025



≥2L  venetoclax-based re-treatment

Ven-based Median-PFS: NR 
Median PFSs: 25 mo.

ORR2: 79.5%
(ORR2 in BTKi-exp: 56%)

Median PFS: 23.3.mo.
ORR2: 72% (uMRD: 32%)

Fursteneau et al.
 Lancet Oncol. 2024 

Thompson et al. 
Blood Adv 2022

Kater et al. 
Blood 2025

Venetoclax-based
CLL13

Venetoclax-based
RW retrospective

Venetoclax-Rituximab
MURANO

Med. Prior treatments: 1 Med. Prior treatments: 2 Med. Prior treatments: ≥2 (CIT)

Ven-based: N=30 N=46 N=25




