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Eichhorst B, et al. Ann Oncol. 2024;35(9):762-768. 

In patients with CLL regardless of IGHV status, preference should be given to time-limited therapies
Recommendation

ESMO 2024 Guidelines for 1L and RR CLL Treatments



How Long a Time off Treatment Can a Patient Have?
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V+O 6-y TTNT 79% V+I 5.5-y TTNT 80.7%

TTNT with Fixed duration venetoclax- based regiments

Al-Sawaf O, et al. Blood. 2024;144(18):1924-1935. 

* TTNT with deaths prior to the next-line of treatment censored. 



V+I Estimated 5.5-y TTNT 69 %

Ghia P. et al. ASH 2025. Poster n.3898.

Median F-up:40.8 months
Median f-up:69 months

A+V 3-y TTNT 88.5%
A+V+O 3-y TTNT 85.4%V+O 4-y TTNT 90.4%

TTNT by Treatment Arm (ITT Population)

14 months
of treatment

+2 years
without treatment15 months

of treatment
+4 year

without treatment

V+I Median 5.5-y TTNT NR

Median f-up:50.7 months

Wierda, et al. EHA 2025Fürstenau M, et al. Lancet Oncol 2024; 25:744–759 (incl. suppl.).

TTNT with Fixed duration venetoclax- based regiments



TTNT fixed vs continous therapy from CLL 17 trial

CLL17

Al Sawaf O. et al., ASH 2025, NEJM 2025



ESMO 2024 Guidelines for RR CLL Treatments

Eichhorst B, et al. Ann Oncol. 2024;35(9):762-768. 

For the choice between these treatment modalities, the same aspects as for first line should be considered and 
discussed with the patient (treatment duration, way of administration, compliance, number and complexity of clinical 

controls and side effect profile considering existing comorbidities).
RECOMMENDATION

80%
10%



Nel 2026, verosimilmente, ipotizzando mediamente un efficacia di 
1L di circa 5 anni, stiamo vedendo ricadere questi pazienti

Evoluzione dello scenario terapeutico di 1L over time

Nel 2029, verosimilmente, vedremo questi pazienti
Adapted by Jurczak et al. EHA2025. 

Personal opinion.



BTK Inhibitors Produce Extended PFS

Adapted by Ghia et al, Hemasphere 2022; Byrd et al JCO. 2021; Brown et al, NEJM 2023

(Z n=327)
(I n=325)

Median follow-up of 40.9 months (range, 0.0-59.1)



• R/R CLL/SLL (n=189/324)
• Median age, 67 years (35-90)
• 17p deletion [del(17p)] was present in 13.8% of pts
• number of prior lines of systemic therapy, median (range) 1 (1-6)

between November 9, 2023, and February 28, 2024

PFS Among Patients with Del(17p)

PFS in the Overall Population
Phase 3 Study: ALPINE LTE1 (long-term extension)

Zanubrutinib demonstrated statistically and clinically significant
superiority over ibrutinib in PFS and ORR, with a favorable safety profile1

Best Overall Response per Investigator Assessment 

Data cut-off: April 1, 2025.
Tam CS, et al. Poster Presentation at ASH 2025;Poster 2123.



ALPINE: Symptom-Based PFS

ALPINE PFS With 3.5 Years of Follow-Up

1. Brown JR, et al. Blood. 2024;144(26):2706-2717; 2. Brown JR, et al. Poster presented at: 18th International Conference 
on Malignant Lymphoma; June, 2025; Lugano, Switzerland. Brown JR, et al. Oral Presentation at ASH 2025;8440.

Improved PFS in patients with R/R CLL treated with zanubrutinib versus ibrutinib1,2

PFS by INV and IRC (ITT) PFS by IRC (del(17p)/TP53 mut)



Efficacy of 2nd-line treatment in CLL after venetoclax-based 1st-
line treatment: Results from the GAIA/CLL13 trial

Niemann. ASH 2025. #7495 (Oral Presentation) 

https://meetings-api.hematology.org/api/abstract/vmpreview/296140


Niemann. ASH 2025. #7495 (Oral Presentation) 

https://meetings-api.hematology.org/api/abstract/vmpreview/296140


Niemann. ASH 2025. #7495 (Oral Presentation) 

https://meetings-api.hematology.org/api/abstract/vmpreview/296140


V+R MURANO (7y final analysis) 

Grade ≥3 AEs

Kater AP, et al. Blood. 2025:blood.2024025525 (Online ahead of print).



Patient characteristics N=205

Age, median (range), years 68.7 
(62.2–76.4)

Median prior lines of therapy, n 2 (1-3)

Ven monotherapy, %
Ven-based therapies, %

60
40

Reasons for BTKi discontinuation, %
PD

Intolerance
Other

37.1
42.9
6.8

uIGHV, % 69.6

Del(17)p and/or TP53mut 24.2

RWE - 2L+ Ven dopo regimi BTKi

V+R 2L
(post BTKi)

43,2 m

•71 (34.6%) patients initiated ven-based therapy in the 2L 
•73 (35.6%) pts were 3L 
•61 (29.7%) pts initiated venetoclax in 4L or later

CORE - Ghosh et al. 2024

Ghosh, N. et al. Am J Hematol,2025; 100: 511-515.



RWE - 2L+ Ven dopo regimi BTKi

Fleury I, et al. EHA 2025. PS1573 (Poster).

• Median follow-up: 
Ø20.3 mo for Ven mono; 
Ø20.0 mo for VR (n=52)

PFS TTNT OS

Median, mo 18-mo rate Median, mo 18-mo rate Median, mo 18-mo rate

2L Ven mono 
(N=22) 25.0 71.2% 23.6 65.8% NR 78.1%

2L V+R (N=21) 39.3 87.8% NR 87.8% NR 87.8%

Retrospective observational study
Pts post cBTKi progression* 

(N=145)

V+R 2L
(post BTKi)

39,3 m

Ven mono -> n=93 pts
2L: n=22
3L: n=33

V+R->n=52 pts
2L: n=21
3L: n=22

Efficacia 
• Median Ven duration:
Ø19.1 mo for Ven mono (n=93)
Ø19.8 mo for VR (n=52)

CORE - EHA 2025



Studio n pts Mediana linee di 
terapia (range)

%
uIGHV

%
Del17/tp53

ORR PFS
(mediana)

TTNTD
(mediana)

Ghosh et al. 2025 64
19 (2L)

-
(2L 34.6%
3L 35.6%)

69.6%
(overall 205 

pts)

25%
(overall 205 pts)

71.4%
(2L:78.9%)

39.5
(2L:43.2)

39.5

Fleury et al. 2025 56 
29 (2L)

-
(54% CIT exposed)

69.4%
(79 pts VO/VR)

20.4%
(79 pts VO/VR)

77.6%
(2L:87.5%)

39.3
(2L: 39.3)

NR
(2L: NR)

Lew et al. 
2024

32 2 (1-5)
(72% Ibr/ 89%CIT)

87% 71% 81% 25.9 N.A.

Schwanner et al. 
2025 (VerVe)

28 3 (1-10) 43% 46%/36% 100% 24 mo-PFS: 68.6% N.A.

Farina et al. 
2026

23 >2 L (63%)
65% prior cBTKi

89%
(overall-40 pts)

25%
(overall-40 pts) N.A

34 (tp53 mut)
45.7 (tp53 wild-

type)
N.A.

Scarfò et al. 2021 24 
(V+R post ibr)

2 (2-6) 81%
(all 86 VR pts)

30%
(all 86 VR pts)

85% (overall) ≈ 30 N.A

VEN post BTKi in RWE

V+R in 2L post cBTKi ha una mPFS di ≈ 41 mesi (>3,5 anni)!



Efficacia sostenuta anche per Venetoclax monoterapia post cBTKi

ORR: 82%ORR: 64% ORR: 76%

VENICE-1 VERVE 
(post ibr)

CORE
(FU 20,3m)

Kater AP, et al. Lancet Oncol. 2024 Schwaner I, et al. EHA 2025. Fleury I, et al. EHA 2025. Poster PS1573.

2L+
(post BTKi)

23,4 m

2L+
(post BTKi)

62,5% 
(24m)

2L+
(post BTKi)

31,7 m



Retreatment:

• Late relapse after planned treatment cessation

• Treatment cessation for reasons other than PD 

Adapted from Inhye E. Ahn iwCLL 2025

Prospective studies testing retreatment strategies:

ü -BCL2i/anti-CD20 (ReVenG)

ü -BTKi/BCL2i (Aca+Ven, MAVRiC)

ü -Triplet regimen (BOVen)

Retreatment with VR in MURANO (N=25) 

Retreatment is effective after time-limited therapy 

Kater AP, et al. Blood. 2025:blood.2024025525 (Online ahead of print).

ü mPFS of Murano full cohort: 54.7 mo
ü mTime from EoT to subsequent PD ~4.5 years (52.3-59.9)
ü Most patients were classified as high risk: 
• 32% had del(17p) and/or TP53 mutation, 88% IGHV unmutated, 32% GC‡ ≥ 5
ü Best ORR 72%
ü mTime off treatment from last dose of Ven to VR retreatment was 2.3 years (1.2-3.1)
ü mPFS: 23.3 months (15.6-24.3)



Retreatment: V+O After 1L Ven-based

*X=an additional drug. 
1. Davids M, et al. EHA 2025. Abstract PF575 (Poster).



EHA 2025, William G. Final Analysis of FD IV for CLL/SLL in the Phase II CAPTIVATE Study.

Ø 73% remain free from next-line treatment at 5.5 years
Ø Only 36 patients initiated a retreatment 

Reatretment after V+I: data from CAPTIVATE Study

Wierda, et al. EHA 2025



Wierda, et al. EHA 2025

Retreatment provides durable responses in patients needing 
subsequent therapy after completition of FD V+I 

a Without del(17p) per Döhner hierarchy. b By conventional CpG-stimulated cytogenetics. c TEAEs were 
collected until 30 days after the last dose of study treatment or the start of subsequent therapy, whichever 
occurred first. d Occurring in ≥20% of patients who received single-agent ibrutinib or ibrutinib + venetoclax.

Safety of ibrutinib-based retreatment 
shows no new safety signals

Ghia P, et al. oral presentation at ASCO 2025. #7036



Planned: 30% TN, 70% R/R; Actual: 34% TN, 66% R/R.

BRUIN CLL-314 Study Design

Woyach,, et al.; ASH 2025

Included 225 TN and 437 R/R patients

Pirtobrutinib demonstrated consistently higher ORR than 
ibrutinib across all patients, 

including TN and R/R populations



Pirtobrutinib was well-tolerated with fewer dose reductions and discontinuations due to TEAEs than ibrutinib

Treatment-Emergent Adverse Events

Median time on treatment was 20.5 months with pirtobrutinib and 19.3 months with ibrutinib;
1 patient developed Richter Transformation (RT) on pirtobrutinib; 4 patients developed RT on ibrutinib

Woyach,, et al.; ASH 2025



BRUIN CLL-321: ncBTKi pirtobrutinib for RR patients with CLL
previously exposed to BTKi and/or venetoclax 

Sharman JP et al., JCO 2025

TTNT-D in Ven-treated patients (n=60/arm)

Primary endpoint:
• PFS (IRC)
Key secondary endpoints:
• Inv PFS, EFS, TTNT, OS, Safety

Randomized, open-label Phase 3

R/R CLL after cBTKi N=250

Stratified by:
• Del(17p) status
• Prior venetoclax

R
1:1

Pirtobrutinib 200 mg PO QD

Idelalisib + rituximab*

n=119

n=82

n=37 BR†‡

or

Investigator’s Choice

Crossover allowed if 
PD confirmed by IRC§

Reported Characteristics (Pirto arm)

MEDIAN PRIOR LOT
3 (range, 1-13)

Prior cBTKi
100% (I 84%; A 14%; Z 8%; Other 4%)

UNMUTATED IGHV
93%

Del(17p) and/or TP53mut

54%

Prior BCL2i
50% (Ven)

MEDIAN AGE
66 (range, 42-90)

CK (3 abn)
72%

Highly pre-treated 
pts (58% 3L+).

Safety, particularly 
lower bleeding risk are 
viewed favorably vs 
other BTKis.

Improved but underwhelming 
mPFS (Pirto 14.0 m vs. 
IdelaR/BR 8,7 m, HR = 0.54, 
95% CI, 0.39-0.75) 

IRC-Assessed PFS
Median follow-up: 19.4 mo (Pirto arm) TTNT-D in Ven-naïve patients (n=59/arm)
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mPFS:
14.0 mo

Pirtobrutinib
(n=119)

IdelaR/BR (n=119)

mPFS:
8.7 mo

mTTNT:
29.5 mo

Pirtobrutinib
(n=59)

HR 0.54 (95% CI 0.39-0.75;
p=0.0002†

IdelaR/BR
(n=59)

mTTNT:
12.5 mo

HR 0.36 (95% CI 0.21-0.61;
p=0.0001*

mTTNT-D:
20.0 mo

Pirtobrutinib
(n=60)

IdelaR/BR
(n=60)

mTTNT-D:
8.7 mo

HR 0.37 (95% CI 0.23-0.60;
p<0.0001*



BRUIN CLL-321: ncBTKi pirtobrutinib for RR patients with CLL
previously exposed to BTKi and/or venetoclax 

Sharman JP et al., JCO 2025Pirtobrutinib è approvato da EMA ma non ancora rimborsato da AIFA.

TTNT-D in Ven-treated patients (n=60/arm)

Primary endpoint:
• PFS (IRC)
Key secondary endpoints:
• Inv PFS, EFS, TTNT, OS, Safety

Randomized, open-label Phase 3

R/R CLL after cBTKi N=250

Stratified by:
• Del(17p) status
• Prior venetoclax

R
1:1

Pirtobrutinib 200 mg PO QD

Idelalisib + rituximab*

n=119

n=82

n=37 BR†‡

or

Investigator’s Choice

Crossover allowed if 
PD confirmed by IRC§

Reported Characteristics (Pirto arm)

MEDIAN PRIOR LOT
3 (range, 1-13)

Prior cBTKi
100% (I 84%; A 14%; Z 8%; Other 4%)

UNMUTATED IGHV
93%

Del(17p) and/or TP53mut

54%

Prior BCL2i
50% (Ven)

MEDIAN AGE
66 (range, 42-90)

CK (3 abn)
72%

Highly pre-treated 
pts (58% 3L+).

Safety, particularly 
lower bleeding risk are 
viewed favorably vs 
other BTKis.

Improved but underwhelming 
mPFS (Pirto 14.0 m vs. 
IdelaR/BR 8,7 m, HR = 0.54, 
95% CI, 0.39-0.75) 

IRC-Assessed PFS
Median follow-up: 19.4 mo (Pirto arm) TTNT-D in Ven-naïve patients (n=59/arm)
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mPFS:
14.0 mo

Pirtobrutinib
(n=119)

IdelaR/BR (n=119)

mPFS:
8.7 mo

mTTNT:
29.5 mo

Pirtobrutinib
(n=59)

HR 0.54 (95% CI 0.39-0.75;
p=0.0002†

IdelaR/BR
(n=59)

mTTNT:
12.5 mo

HR 0.36 (95% CI 0.21-0.61;
p=0.0001*

mTTNT-D:
20.0 mo

Pirtobrutinib
(n=60)

IdelaR/BR
(n=60)

mTTNT-D:
8.7 mo

HR 0.37 (95% CI 0.23-0.60;
p<0.0001*

REASON FOR DISCONTINUATION OF BTKi
- PD 71%
- Toxicity 17%



• Age ≥18
• ECOG PS 0-2
• Active disease and in need of treatment
• Previously treated

Eligibility

• 28-day cycles
• Intra-patient dose escalation allowed
• Cohort expansion permitted at doses 

deemed safe

Phase 1 
3+3 Design

• Safety/tolerability
• Determine MTD and RP2D
• Pharmacokinetics
• Efficacy (ORR according to iwCLL 2018 

criteria, PFS, TTNT, and OS)

Key Endpoints

CLL/SLL
(n=317)

Othera

(n=295)
MCL

(n=166)

Phase 1 Escalation + Expansion (25 to 300 mg once daily)
Phase 2 (200 mg once daily)

N=778

BTKi Naïve
(n=35)

Prior cBTKi
(n=282)

BCL2i Naïve
(n=154)

BCL2i Exposed
(n=128)

Phase 1/2 BRUIN Study: Baseline Characteristics of Patients With 
CLL/SLL Who Received Prior cBTKi, and by BCL2i Exposure 

Wierda, et al; ASH 2025



CLL/SLL pts 
who Received Prior cBTKi

Phase 1/2 BRUIN Study: PFS in CLL/SLL pts who Received Prior cBTKi, and by BCL2i Exposure

Wierda, et al; ASH 2025

La parte di immagine con ID relazione rId2 non è stata trovata nel file.

La parte di immagine con ID relazione rId5 non è stata trovata nel file.

PFS in CLL pts who Received 
Prior cBTKi, by BCL2i Exposure

PFS

TTNT OS

PFS



Eyre et al. ASH 2025

Pirtobrutinib in 2L post BTKi – ASH 2025

2L PFS

19,5 m

Pooled 
analysis 

37 
pazienti



RWE: Informing outcomes of patients who progress on ncBTKi
• 156 pts with CLL and RT 

• 4 median prior lines of therapy prior to ncBTKi
92 CLL patients received a LOT after ncBTKi; 
43 patients received at least 2 treatments

cBTKi → ncBTKi → BCL2i

*Data available on reason for venetoclax discontinuation in 46 of 50 patients.
Thompson MC, et al. Blood. 2024;144(Supp 1):1870. 

THERAPIES AFTER ncBTKi DISCONTINUATION



CLL Guidelines 2025 – British Society for Haematology

Walewska et al. BJHaem 2025



Tausch E et al., ASH Educational Program 2024



Adapted by Jurczak et al. EHA2025
Personal opinion



Grazie 
per l’attenzione

idanna.innocenti@policlinicogemelli.it



Possibili Sequencing in RR post BTKi

1L cBTKi

2L V+R Off treatment 3L pirtobrutinib

2L pirtobrutinib 3L V+R Off 
treatment

Progressione

(~6-8 anni)

(43,2 mesi, 3,6 anni)*

(~20 mesi, 1,8 anni)§

(~14 mesi, 1,2 anni)°

(~24 mesi, 2 anni)*

PFS 4 anni e forse 6 mesi di libertà da terapia con V+R in 3L 

*RWE venetoclax; °BRUIN-321; §Pooled ASH2025 

PFS 5 anni di cui quasi 2 anni liberi da terapia con V+R in 2L



Pirtobrutinib Vs venetoclax in 2L pura (post cBTKi)

1. Sharman JP et al., JCO 2025; 2.Ghosh N, et al. American Journal of Hematology, 2024; 0:1–5; 3.Seymour et al., Blood 2022



Adapted from Varghese AM, Munir T. Clin Lymphoma Myeloma Leuk. 2025 Jun;25(6):381-394.

Targeted agents R/R CLL


