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Stilgenbauer et al. Blood 2014; Eichhorst et al, Lancet Oncol 2016

Historical Data (TRIAL OR RWE) 

mPFS 17p/TP53          1 Year
mPFS uIGHV < 4 Years
mPFS mIGHV up to 9 Years

17p/TP53       7% of 1st line pts
U-IGHV          60% of 1st line pts
M-IGHV         30% of 1st line pts
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Acalabrutinib Selectivity as a strength

Herman SEM, et al.. ClinCancer Res. 2017 Estupinan et al. Frontiers in Cell and Dev Biology 2021



Published: 27 June 2017. Authors: ESMO Guidelines Committee

• ESMO guidelines 
recommend analysis 
for the detection of 
del(11q) and of 
IGHV mutation 
status as ‘desirable’ 
before the start of 
therapy

• Only patients with 
del(17p) and/or 
TP53 mutation are 
highlighted as 
needing specific 
regimens



ESMO 2020

eUpdate ESMO Guidelines Commitee Ann Oncol 2020



Linee Guida ESMO 2024

eUpdate ESMO Guidelines Commitee Ann Oncol 2024



Why CIT is unacceptable in 2024 ? 

• Efficacy of target therapies



Barr et al, Blood Adv 2022

No Impact of
IGHV on PFS



ELEVATE TN 6y follow-up

mPFS Del17p and/or TP53

Not Reached
mPFS uIGHV

Not Reached

Sharman et al, ASH 2023



In cohort 1, median PFS was not reached in patients who received zanubrutinib; in 
patients who received BR, median PFS was 42.2 months

Estimated 42-month PFS rates with zanubrutinib and BR were 82.4% and 50.0%, 
respectively

Data cutoff: 31 October 2022. All P values are 2-sided. BR=bendamustine plus rituximab, CI=confidence interval, HR=hazard ratio, NE=not evaluable, PFS=progression-free survival, Zanu=zanubrutinib
Munir T et al. Poster presented at EHA 2023; Abstract number: P639

Progression-Free Survival

82.4%

Progression-Free Survival by IGHV 
Mutation Status

PFS was significantly improved with zanubrutinib vs BR in patients with 
mutated IGHV (2-sided P=.00033) and unmutated IGHV (2-sided P<.0001)

SEQUOIA



• Median PFS was not reached
• Estimated 42-month PFS rate was 79.4%

‣ Median OS was not reached
‣ Estimated 42-month OS rate was 89.5%

SEQUOIA – Extended Follow-Up

Data cutoff: 31 October 2022. All P values are 2-sided.
CI=confidence interval, CR=complete response, CRi=complete response with incomplete hematologic recovery, 
HR=hazard ratio, NE=not evaluable, OS=overall survival, PFS=progression-free survival, 
Munir T et al. Poster presented at EHA 2023; Abstract number: P639

Cohort 2 – Del(17p)
Zanubrutinib 

(n=111)

CR / CRi Rate 14.5%

79,4%

Progression-Free Survival by del17p/TP53



Ven-based regimens:PFS

Al-Sawaf O, et al. Blood 2024; doi: 10.1182/blood.2024024631. 1. Fürstenau M, et al. Lancet Oncol 2024; 25:744–759 (incl. suppl.); 2. Fürstenau M, et al. 
ASH 2023. Abstract 635

CLL14 CLL13



Moreno, ASH 2023

GLOW study: PFS



Why CIT is unable in 2024 ? 

• Efficacy of target therapies
• Better OS of target therapies



At 9 years, the OS rate was 68.0% (95% CI, 58.6–75.7) in the ibrutinib arm.
In patients with ≥1 high prognostic risk factors including mutated TP53/unmutated IGHV/del(11q), OS was significantly longer for patients
treated with ibrutinib versus chlorambucil.

Burger, EHA 2024

Final Analysis of the RESONATE-2 Study: Up to 10 Years of Follow-Up of First-
Line Ibrutinib Treatment in Patients With CLL



ECOG1912 Results – Overall Survival  

Sustained improvement in OS was observed for patients on the IR arm (HR=0.47; p=0.018)

OS rates  
95% IR vs 89% FCR

T.D. Shanafelt et al., Blood 2021014960

mFU: 70 mos



OS sustained benefit with venetoclax combinations
CLL14 CLL13

• Al-Sawaf O, et al. Blood 2024; doi: 
10.1182/blood.2024024631.

1. Fürstenau M, et al. Lancet Oncol 2024; 25:744–759 (incl. suppl.); 2. Fürstenau M, et al. ASH 2023. Abstract 635



GLOW Study: OS

1. Moreno C, et al. ASH 2023. Abstract 634 (Oral); 
2. Kater AP, et al. NEJM Evid 2022; 



Why CIT is unable in 2024 ? 

• Efficacy of target therapies
• Better OS of target therapies
• Secondary neoplasia 



FCR vs Target Therapies

Davids M.S. et al., blood 2023

“So now when I sit with a young patient with CLL and
he or she asks what I would choose for frontline
therapy […] FCR remains a reasonable choice […] But
given the risks of secondary MDS/ AML, prolonged
myelosuppression, and infectious complications,
my usual answer now is that I would choose a
targeted therapy regimen and hope that we will
continue to develop new approaches to add to the
impressive array of novel therapies we already have
available for patients with CLL.”



Sustained remission after FCR (19y-LTFU) but…

32% of patients develop secondary malignancies, 6% MDS/AML
Thompson P.A. et al., blood 2023



CLL8



Median follow-up: 50.7 months.
* Overall cases of secondary primary malignancies does not include benign tumors and Richter transformation; SPMs counted as cases, not as patients affected.
CIT, chemoimmunotherapy; IVO, ibrutinib + venetoclax + obinutuzumab; O, obinutuzumab; R, rituximab; Ven, venetoclax.

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

Secondary neoplasia occurred more frequently with CIT vs venetoclax-based regimens

AE, n
CIT 

(n=216)
VenR

(n=237)
VenO 

(n=228)
IVO

(n=231)

Second primary malignancies* 56 30 31 37

Solid tumors 19 13 15 18

Hematologic malignancies 4 2 0 8

Non-melanoma skin cancer 33 15 16 11

Richter transformation 6 5 7 3

CLL13: SPMs and RT



Why CIT is unable in 2024 ? 

• Efficacy of target therapies
• Better OS of target therapies
• Secondary neoplasia 
• EVEN IF……



Chemoimmunoterapia: ESMO guidelines 2024

Time-limited chemoimmunotherapy (CIT) such as fludarabine-cyclophosphamide-rituximab (FCR)
should only be considered for patients with a good genetic risk profile [defined as mutated
immunoglobulin heavy chain variable (IGHV) status and no TP53 aberrations] and, in addition, a
non-complex karyotype (defined by less than five aberrations if complex karyotype was evaluated)
and if targeted therapies are not reimbursed. Progression-free survival (PFS) of other CIT regimens
(bendamustine-rituximab, chlorambucile-obinutuzumab or chlorambucile-rituximab) is shorter
when compared with time-limited targeted agents; but this has not yet been shown for OS in most
studies.

eUpdate ESMO Guidelines Commitee Ann Oncol 2024



v Conditioning regimen for ALLO-TMO in HR patients
(TP53 o del17p) with available donor in second line

v Chemo as linfodepletive therapy before CAR-T
approved in March 2024 FDA

v Palliative therapies as CHL or CTX

Khouri et al., Blood 2014
Khouri et al., BMT 2017

Geyer MB et al., JCI Insight. 2019



EBMT registry data 2008:

Allo-HSCT total:  10782

Allo-HSCT CLL: 366 (3,4%)

EBMT registry data 2017:

Allo-HSCT total:  18281

Allo-HSCT CLL: 230 (1,2%)

EBMT registry data 2022:

Allo-HSCT total:  19011

Allo-HSCT CLL: 157 (0,8%) Gratwohl et al, BMT 2010
Passweg et al, BMT 2019
Passweg et al, BMT 2024
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AIFA- Frontline treatments 2022-2024 FPG

Chemoimmunoterapy BTKi BCL2 BTKi - BCL2
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