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Outline

• Fixed Duration Therapy (FDT) e Continuous Duration 
Therapy (CDT) in Italia

• Update con LT-FUP di studi registrativi 1st line e R-R

• Confronto efficacia e fattori prognostici

• Confronto tossicità… 

• …beyond maximum grade

• Quali pazienti per CDT o FDT?

http://www.clinicaloptions.com/


Frontline treatment algorithm in CLL

Disponibili in Italia

CDT

- Ibrutinib

- Acalabrutinib

- Zanubrutinib

- (Venetoclax)

FDT

- I + V

- G-Ven

- (A + V)



Sequencing algorithm for RR-CLL

Please do not duplicate or distribute without written permission. 
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BCL-2i + aCD20 mAb

Fixed-duration
BCL-2i + aCD20 mAb

cBTKi

Retreatment 
BCL-2i + aCD20 mAb

cBTKi

Retreatment
BCL-2i + aCD20 mAb

ncBTKi

ncBTKi

Retreatment
BCL-2i + aCD20 mAb

ncBTKi

ncBTKi

Retreatment
BCL-2i + aCD20 mAb

ncBTKi

Retreatment
BCL-2i + aCD20 mAb

Retreatment
BCL-2i + aCD20 mAb

ncBTKi

*Dose reduction, alternate cBTKi for intolerance.

In Italia

CDT

- Ibrutinib

- Acalabrutinib

- Zanubrutinib

- Venetoclax

- (Pirtobrutinib)

FDT

- R-Ven
Un precedente trattamento con CIT viene gestito come nell’algoritmo di 1° linea 
(in assenza delle opzioni I+V e con sostituzione di G-Ven con R-Ven)



Continuous Duration Therapy
1st line



First-Generation Covalent BTK Inhibitor (cBTKi) 
Ibrutinib: Superiority to CIT in young fit patients

▪ Outcomes with ibrutinib in combination with rituximab in CLL

‒ Superior to CIT in younger and older patients 

‒ Superior to FCR in patients ≤65 yr in PFS

HR: 0.37 (95% CI: 0.27-0.51;
P <.0001)

Phase III NCRI FLAIR Trial: Overall2

1. Shanafelt. Blood. 2022;140:112. 2. Hillmen. Blood. 2021;138:642.
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▪ 6-yr PFS: 73%

▪ Median age: 58 yr (8% >65 yr)

▪ Cardiac deaths: n = 1
▪ Median age: 63 yr (54% >65 yr)

▪ Cardiac deaths: n = 9

78%

51%

mPFS: NR

mPFS: 66.53 mo

HR: 0.44 (95% CI: 0.32-0.60;
P <.001)

IR

FCR
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First-Generation Covalent BTK Inhibitor (cBTKi) 
Ibrutinib: Superior to Chl / BR in elderly unfit pts
▪ Outcomes with ibrutinib alone or in combination with rituximab in CLL

‒ Superior to chlorambucil in patients ≥65 yr in PFS and OS (RESONATE-2)

‒ Superior to BR in patients ≥65 yr in PFS 

‒ Associated with atrial fibrillation, bleeding, bruising, hypertension, myalgias, arthralgias, and diarrhea 

▪ Treatment was discontinued in 41% of patients in the RESONATE-2 trial, mostly due to AEs

1. Barr. Blood Adv. 2022;6:3440. 2. Burger. Leukemia. 2020;34:787. 3. Woyach. Blood. 2024;143:1616.

RESONATE-2 Trial: Overall1,2

(Patients Aged ≥65 Yr With Untreated CLL)
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8-year update of RESONATE-2: 
PFS by IgHV status

ECOG 1912 (IR vs FCR): 
PFS by IGHV status

Role of IgHV status



clinicaloptions.comclinicaloptions.comSlide credit: clinicaloptions.com2nd gen BTKi: ↓Off target effects

Non-covalent BTKi:
↓resistance on some
mutations
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Acalabrutinib (ELEVATE-TN): PFS With 6-Yr Follow-up

▪ After median follow-up of 74.5 mo, 
median PFS was significantly longer in A-
containing arms compared with O + Clb

▪ In A-treated patients uIGHV slightly
lower than mIGHV

▪ Addition of anti-CD20 to 2nd generation 
cBTKi seems to improve PFS, particularly
if uIGHV

Sharman. ASH 2023. Abstr 636. Sharman. Blood. 2025;[Epub]. 
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SEQUOIA 5 Yr Follow Up: Zanubrutinib vs BR

PFS in Overall Population PFS in by IGHV Mutation Status

Shadman. JCO. 2024;43:780.

Zanu BR

mPFS, mo NR 44.1

HR: 0.29 (95% CI: 0.21-0.40; P <.0001)

Zanubrutinib tx mutated vs unmutated: 
HR: 1.35 (95% CI: 0.76-2.40)
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• Median PFS was not reached with zanubrutinib

Zanubrutinib: SEQUOIA Arm C 
(del17p): 5-year follow-up for 
Progression-free Survivala

Data cutoff: April 30, 2024.
aData are presented in patients with del(17p), confirmed by central laboratory (N=110). b95% CI values.
CI=confidence interval, PFS=progression-free survival.

Tam CS, et  al. Oral Presentation at ASCO 2025; abstract 7011.

5y PFS was 73.0% with 
COVID-19 adjustment

Acalabrutinib 
(ELEVATE-TN):  PFS 
With 6-Yr Follow-up by 
TP53 mut

• In A monotherapy arm, PFS 
with or without TP53 mutation 
was superimposable

• Anti-CD20 may add some 
efficacy to TP53wt Sharman. ASH 2023. Abstr 636. Sharman. Blood. 2025;[Epub]. 
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Fixed Duration Therapy
1st line



Ven-Obi 216 193 177 160 139 112 79 3

Clb-Obi 216 185 130 101 67 50 36 3

CLL-14 6-Yr Follow-up: PFS With Ven + Obi 
vs Clb + Obi (Time Limited) 

Progression-Free Survival PFS
Ven + 
Obin

Clb + 
Obin

HR 
(95% CI)

P 
Value

Median PFS, 
mo

76.2 36.4 0.40
(0.31-0.52)

<.0001

6-yr PFS rate, % 53.1 21.7

Median observation time: 76.4 mo

Al-Sawaf. Blood. 2024;144:1924. 
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CLL14: PFS by TP53 and IGHV Mutation Status

Al-Sawaf. Blood. 2024;144:1924. 
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Ven/Obi: mPFS, mo NR 64.8

PFS by TP53 Status
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(n = 184)

Ven/Obi: mPFS, mo 51.9 76.6



CAPTIVATE: 5.5-Yr Follow-up Analysis From FD Cohort 
of First-line Ibrutinib Plus Venetoclax for CLL/SLL
▪ Multicenter, 2-cohort phase II trial. FD cohort: Fixed duration ibrutinib + 

venetoclax in 1st-line setting for CLL/SLL (N = 159)

Wierda. JCO. 2024;42:7009. Wierda. JCO. 2022;40:7519.
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U-CLL and M-CLL: no difference in resistance mutations at 
relapse after I+V

Analysis of cytogenetic and mutational risk features at baseline did not
identify any risk feature or mutated gene as predictive of PD after
completion of fixed-duration ibrutinib plus venetoclax.

A greater total number of baseline genomic risk features was associated
with PD development

No previously reported resistance-associated mutations in BTK, PLCG2,
or BCL2 were identified in the 25 evaluable patients with PD after first-
line, fixed-duration ibrutinib plus venetoclax.

TP53 variant allele frequencies did not change from baseline to relapse
in 8 of 9 patients with TP53 mutations and the TP53 variant clone at
baseline was lost at PD in one patient, suggesting that aggressive disease
characteristics did not increase with fixed duration treatment.

Patients evaluated (N=25 out of 29 with PD) from CAPTIVATE trial

Jain, 2024



FLAIR: FCR vs Ibrutinib vs Ibrutinib + Venetoclax vs 
Ibrutinib + Rituximab in Previously Untreated CLL
▪ Multicenter, randomized, open-label, parallel-group, adaptive-design phase III trial

Patients ≤75 yr with 
previously untreated 

CLL requiring 
therapy per iwCLL 

criteria; ≤20% TP53
deletion by FISH

(N = 523)

Ibrutinib 420 mg/d + 
Rituximab

Ibrutinib 420 mg/d +
Venetoclax 400 mg/d

Ibrutinib 420 mg/d

*Fludarabine 24 mg/m2/d x 5 d, C1-6; 
cyclophosphamide 150 mg/m2/d x 5 d, C1-6; 
rituximab 375 mg/m2 C1, 500 mg/m2 C2-6.

Munir. NEJM. 2024;390:326. Hillmen. EHA 2022. Abstr S145.

▪ Coprimary endpoints (current analysis): PFS (I + V vs FCR), MRD (I + V vs I); Key secondary endpoints (current 
analysis): PFS (I + V vs I, I vs FCR), OS, uMRD, response per iwCLL criteria, safety, HRQoL, cost

FCR*
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MRD assessed at 9 mo, 12 mo, and Q6 mo
thereafter; if MRD negative CR (<0.01%), 

reassessed at 3 and 6 mo and if still negative, 
treated for double the treatment time when 
MRD negativity determined; earliest therapy 

end 2 yr post randomization; ibrutinib 
restarted if MRD positive before Yr 6



FLAIR: PFS and OS With Ibrutinib + Venetoclax vs FCR

▪ At 3 yr, 58.0% of patients in the ibrutinib + venetoclax group had stopped therapy due to 
undetectable MRD 

▪ After 5 yr of ibrutinib + venetoclax, 65.9% of patients had undetectable MRD in the bone marrow 
and 92.7% had undetectable MRD in the peripheral blood 

Munir. NEJM. 2024;390:326. 
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▪ Randomized phase III trial

GLOW: Ibrutinib + Venetoclax vs Chlorambucil + 
Obinutuzumab in Previously Untreated CLL

Older (≥65 yr) or unfit (CIRS 
>6 or CrCl <70 mL/min) 
patients with previously 
untreated CLL without 

del(17p) or known TP53
mutations; ECOG PS 0-2

(N = 211)

Patients with confirmed PD 
and active disease requiring 

treatment eligible to 
receive single-agent Ibr

Ibr + Ven for 12 cycles, 
after 3 cycles of Ibr lead-in

(n = 106)

Clb + O for 6 cycles
(n = 105)

Niemann. Lancet Oncol. 2023;24:1423. Munir. ASH 2021. Abstr 70.

Stratified by IGHV status, presence of del(11q)

▪ Primary endpoint: PFS by IRC

▪ Secondary endpoints: MRD, CRR, ORR, OS, DOR, time-to-next treatment, time to 
worsening, safety

Dosing: Ibr 420 mg QD; Ven 20-400 mg QD ramp-up over 5 wk beginning at cycle 4; 
Clb 0.5 mg/kg on Days 1, 15; O 1000 mg on Days 1-2, 8, 15 of cycle 1, Day 1 of cycles 2-6.



GLOW: 4-Yr Follow-up PFS 

▪ 5-yr follow-up mPFS for Ibr + Ven vs Clb + O: 
67% vs 20%; HR: 0.256

Median follow-up: 46 mo

Ibr + Ven
(n = 106)

Clb + O
(n = 105)

Events 29 78

mPFS, mo (95% CI) NR 21.7 (16.7–26.1)

HR (95% CI) 0.214 (0.138-0.334)

P value <.0001

Characteristic, n (%)

Ibr + Ven

mIGHV
(n = 35)

uIGHV
(n = 57)

Events 3 23
mPFS, mo (95% CI) 90.0 (72.0-96.7) 69.8 (57.2-79.4)
HR (95% CI) 3.775 (1.133-12.576)
P value .031

Characteristic, n (%)

Clb + O

mIGHV
(n = 32)

uIGHV
(n = 67)

Events 21 47
mPFS, mo (95% CI) 43.1 (23.1-59.0) 15.0 (6.7-26.4)
HR (95% CI) 2.172 (1.289-3.660)
P value .0036

Niemann. Lancet Oncol. 2023;24:1423. Munir. SOHO 2024. Abstr CLL-487.
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AMPLIFY: Study Design

▪ Prespecified interim analysis of international, randomized, open-label phase III trial 

Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.

AV (n = 291)
Acalabrutinib 100 mg PO BID in cycles 1-14 +

Venetoclax 400 mg PO QD in cycles 3-14
Adults with previously untreated 

CLL requiring tx according to 
iwCLL 2008 criteria; no del(17p) 
or TP53 mutation; ECOG PS 0-2; 

no CIRS-Geriatric >6; no 
significant CVD

(N = 867) 
FCR/BR (n = 290)

FCR or BR in cycles 1-6

▪ Primary endpoint: PFS per IRC for AV vs FCR/BR

▪ Secondary endpoints*: PFS per IRC for AVO vs FCR/BR; uMRD for AV vs FCR/BR; uMRD for 
AVO vs FCR/BR; OS for AV vs FCR/BR; OS for AVO vs FCR/BR

Stratified by age (> vs ≤65 yr); IGHV mutational status; Rai stage (≥vs <3); region

AVO (n = 286)
Acalabrutinib 100 mg PO BID in cycles 1-14 +

Venetoclax 400 mg PO QD in cycles 3-14 +
Obinutuzumab 1000 mg IV in cycles 2-7

Crossover 
not built into 

study protocol

*Secondary endpoints tested in the order listed if primary endpoint is met. 



▪ Study met its primary endpoint, demonstrating significantly prolonged PFS per IRC 
for AV vs FCR/BR after a median follow-up of 48.0 mo

AV
AVO

FCR/BR

HR (95% CI) P Value

AV vs FCR/BR 0.65 (0.49-0.87) .0038

AVO vs FCR/BR 0.42 (0.30-0.59) <.0001

Mo From Randomization

P
FS
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)

Patients at Risk, n

AMPLIFY: PFS per IRC

Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.
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AMPLIFY: PFS Subgroup Analyses

Median PFS by Subgroup AV AVO FCR/BR

Unmutated IGHV
▪ mPFS, mo
▪ HR (95% CI) vs FCR/BR

n = 167
51.5

HR: 0.69 (0.48-0.97)

n = 169
NR

HR: 0.35 (0.23-0.53)

n = 172
43.3

–

Mutated IGHV
▪ mPFS, mo
▪ HR (95% CI) vs FCR/BR

n = 124
NR

0.67 (0.39-1.14)

n = 117
NR

0.58 (0.32-1.02)

n = 118
NR
–

uMRD* group at EOT
▪ mPFS, mo
▪ HR (95% CI) vs FCR/BR

n = 100
NR

0.43 (0.24-0.76)

n = 192
NR

0.27 (0.16-.46)

n = 132
49.2

–

MRD+* at EOT
▪ mPFS, mo
▪ HR (95% CI) vs FCR/BR

n = 122
NR

0.44 (0.28-0.71)

n = 10
45.7

0.70 (0.21-1.78)

n = 49
35.3

–

Brown. ASH 2024. Abstr 1009. Brown. NEJM. 2025;392:748.

*uMRD defined as <10-4 in PB per flow cytometry.



SEQUOIA Arm D

Treatment and Assessment Schedule

aBM biopsy and aspirate are required to confirm a suspected CR/CRi (BM biopsy collection t imepoint not defined per protocol), s tarting after cycle 9 and then annually if needed. bPatients with confirmed CR/CRi and 2 consecut ive PB-uMRD results at  least 

12 weeks apart. 
BID=twice daily, BM=bone marrow, C=cycle, CR=complete response, CRi=CR with incomplete bone marrow recovery, MRD=measurable residual disease, PB=peripheral blood, QD=once daily, TLS= tumor lysis syndrome, uMRD=undetectable 

measurable residual disease, uMRD4=undetectable measurable residual disease (<1 CLL cell in 10,000 leukocytes at 10-4 sensitivity by 8-color flow cytometry).
Shadman M, et al. Oral Pres entat ion at ASCO 2025;abstract 7009.

Venetoclax 400 mg QD (up to 24 cycles)

Zanubrutinib 160 mg BID

C1 C4 C7 C10 C13 C16 C19 C22 C25 C28+

Baseline and end of C3: 
TLS risk assessment

Hematology/physical 
examination/imaging

MRD: PB

BM biopsy and 
aspirate for CRa

MRD: BM aspirateb







       

         

Discontinue venetoclax due to uMRD early stopping criteria 



uMRD-guided stopping criteria 

All conditions must be met:
1. Response assessed as CR or CRi confirmed by a BM biopsy

2. uMRD <1×10−4 (uMRD4) achieved in 2 consecutive peripheral blood MRD tests 
conducted ≥12 weeks apart

3. uMRD4 achieved in 2 consecutive BM aspirate MRD tests conducted ≥12 weeks apart

4. Received

i) Minimum of 12 cycles of venetoclax (to stop venetoclax early)

ii) Minimum of 27 cycles of zanubrutinib (to stop zanubrutinib early)

Continue zanubrutinib until 
uMRD ear ly stopping cr it eria



SEQUOIA Arm D

Progression-free Survival 

a95% CI values.
ITT=intention-to-treat , mut=mutation, PFS=progress ion-free survival, w/o=without. 

Shadman M, et al. Oral Pres entat ion at ASCO 2025;abstract 7009.

• Similar PFS rates were achieved across subgroups
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• Median study follow-up for all patients was 31.2 mo (0.4-58.0)• Median study follow-up for patients with del(17p) and/or TP53mut was 38.7 mo
(0.4-58.0) and 29.6 mo (0.6-31.9) for patients without del(17p) and TP53mut

Median PFS Not reached Median PFS Not reached

• Of the 11 patients who discontinued after meeting stringent uMRD-guided stopping criteria, 
only one patient with del(17p) has progressed

With and without del(17p) and/or TP53 mutation All patients



Comparison of PFS for 1° line options

Trial treatment no. of patients
Characteristics (median, if not indicated 

otherwise)

PFS at
month

PFS rate (%)

All
patients

uIGHV mIGHV
17p−  

TP53m

RESONATE-2 Ibr (n = 136) FU: 60; Age: 73; CIRS > 6: 31%; CrCl < 60 mL/min 48 74a 75a 80a

iLLUMINATE Obi-Ibr (n = 113) FU: 46; Age: 70; CIRS: 4; CrCl: 72 48 74 67 89

ALLIANCE Ibr (n = 182) FU: 55; Age: 71; CrCl: 69 48 76 73 84 73

ALLIANCE R-Ibr (n = 182) FU: 55; Age: 71; CrCl: 67 48 76 66 78 80

ECOG 1912 R-Ibr (N = 354) FU: 71; Age: 58; CrCl: 95 48 83 83 87 77b

FLAIR R-Ibr (n = 384) FU: 53; Age: 63; CrCl: 79 48 86 88 92 67b

ELEVATE-TN Acala (n = 179) FU: 75; Age: 70; CrCl: 75 48 78 77 81 76

ELEVATE-TN Obi-Acala (n = 179) FU: 75; Age: 70; CrCl: 77 48 87 86 89 75

SEQUOIA Zanu (n = 241) FU: 44; Age: 70 48 79 72 86

CLL14 Obi-Ven (n = 216) FU: 76; Age: 72; CIRS: 9; CrCl: 65.2 48 74 69 85 54

CLL13 Obi-Ven (n = 229) FU: 51; Age: 62; CIRS: 2; CrCl: 86.3 48 82 74 92 n.a.

GLOW Ibr-Ven (n = 106) FU: 57 ; Age: 71; CIRS: 9; CrCl: 66.5 48 70 63a 90a

FLAIR Ibr-Ven (n = 260) FU: 44; Age: 62; CrCl: 83 48 94

CAPTIVATE FD Ibr-Ven (n = 159) FU: 66; Age: 60 48 79 73 84 63

AMPLIFY A+V (n = 291) FU: 48; Age: 61; CIRS: 2; CrCl: 13% <60 ml/min 36 77 69 86 n.a.

AMPLIFY A+V+O (n = 286) FU: 48; Age: 60; CIRS: 3; CrCl: 14% <60 ml/min 36 83 83 84 n.a.

SEQUOIA Arm D Zanu + Son (n=114) FU: 31; Age: 67 36 88 89 (2y)

48mo PFS in CDT
• 75-80% for cBTKi
• Not much different (5-

10%) between m or 
uIGHV

• Superimposable to wt
for 17p-/p53mut

• Maybe 5-10% higher
with anti-CD20 

48mo PFS in FDT
• 70-80% with doublets
• Drop of 15% in uIGHV: 

mIGHV perform equal
or better than CDT

• Drop of 15-20% if 17p-
/p53mut



After 1st line



Elevate-RR: Ibrutinib vs Acalabrutinib in Patients 
With High-Risk Relapsed/Refractory CLL 
▪ Randomized, open-label, noninferiority phase III trial

▪ Primary endpoint: PFS

Byrd. JCO. 2021;39:3441. NCT02477696. 

Ibrutinib
100 mg BID

(n = 268)

Acalabrutinib
420 mg QD

(n = 265)

Patients with 
del(17p) or 

del(11q) CLL with 
active disease; 

≥1 previous line of 
treatment; 

ECOG PS 0-2
(planned N = 533) Median PFS, Mo 

(95% CI)
HR (95% CI)

— Acalabrutinib 38.4 (33.0-38.6) 1.00 
(0.79-1.27)— Ibrutinib 38.4 (33.0-41.6)

Patients at Risk, n
Mo
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▪ Trial demonstrated noninferiority because 
upper bound of 2-sided 95% CI for HR <1.429 

▪ Median follow-up: 40.9 mo (range: 0.0-59.1)



ELEVATE-RR: Tolerability of Acalabrutinib vs Ibrutinib

Byrd. J Clin Oncol. 2021;39:3441.
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▪ Rates of major bleeding were similar among the groups (acalabrutinib 4.5% and ibrutinib 5.3%)

▪ AE leading to treatment discontinuation: 14.7% (acalabrutinib) and 21.3% (ibrutinib)
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ALPINE: PFS at 42.5-Mo Follow-up and ORR

▪ ORR: 85.6% (zanubrutinib) vs 75.4% (ibrutinib)
▪ Zanubrutinib had lower discontinuation rates vs ibrutinib because of AEs (21.4% vs 28.3%)

Brown. Blood. 2024. 144:2706. 
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The dilemma of toxicity between FDT and CDT
• Traditional AE reporting in hematology and oncology based on maximum grade of 

toxicity is now obsolete

• Does not account for time profile of AE

• Does not capture the impact of chronic, low grade toxicity on the ability to 
continue treatment

• Does not incorporate PRO

CDT efficacy hinges on treatment adherence

→ which is strongly associated with treatment tolerability

→ which depends on burden of harms

→ caused by treatment-related AE through the lens of patients’ values



Relazione effettuata su incarico di AbbVie. I l contenuto della presentazione è stato creato in maniera indipendente ed autonoma

Survey su 384 pazienti con «discrete choice experiments»: 8 domande DCE
5 livelli di attributi:
• PFS (10, 26, 36, 60 mesi)
• Modo di somministrazione (EV 1-3 gg/mese x 6 mesi vs orale continuativo)
• Diarrea (nessuna / lieve-moderata per 2-3 gg/mese vs severa per 2-3 gg/mese)
• Probabilità di infezione severa (0 / 5% / 15% / 30%)
• Rischio di danno d’organo (TLS:: 0% / 1% / 5% / 8%)

Preferenze dei pazienti

PFS è il criterio più importante

Gli eventi avversi sono molto 
rilevanti:

• Per bilanciare ↑ 30% del rischio di 
infezioni serve ↑ PFS di 36 mesi

Il modo di somministrazione è 
secondario a PFS ed eventi avversi

• Nello studio di Landfeldt (2016) era 
3° su 6 (dopo OS ed eventi avversi)

• Dati confermati in un recente studio 
(Arlene, ASH 2023)

Mansfield, Blood Adv 2017 Arliene et al., Blood, 2023



clinicaloptions.comclinicaloptions.comSlide credit: clinicaloptions.com

Why traditional
«maximum grade» 

reporting is inadequate
in hematology

http://www.clinicaloptions.com/




ELEVATE-RR: Cumulative Incidence of AESI

Byrd. JCO. 2021;39:3441. Hillmen. EHA 2021. Abstr S145.
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ELEVATE-RR: details about toxicity

• Exposure-adjusted incidence 
rate was assessed for 
common BTK–associated AEs 
and for selected events of 
clinical interest (ECIs)→ AE 
burden score 

• AE burden score was higher
for ibrutinib vs acalabrutinib
overall and for the ECIs
AFib/flutter, hypertension, 
and bleeding; was higher for 
acalabrutinib only for 
headache



ELEVATE-RR: details on CV AE

• Cox PH of new-onset AFib/flutter and new-onset HTN 

showed HR reductions of 63% and 77%, with 

acalabrutinib

• Among patients with histories of AFib/flutter or 

hypertension, there was no evidence of a difference 

in on-study AFib/flutter between treatment arms
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ALPINE: Cumulative Incidence of Any-Grade AFib/Flutter and Hypertension
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Brown. Blood. 2024. 144:2706. 

After a median follow-up of 42.5 mo: none of the patients on the zanubrutinib arm died due to a cardiac 
disorder vs 6 deaths due to cardiac disorders with ibrutinib
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Quali sono i pattern temporali di tossicità dei farmaci utilizzati per 
la LLC-B?

• CIT: alta tossicità ematologica e infettiva iniziale, drastico calo 
dopo 6 mesi, poi molto bassa

• BTK inhibitors: bassa tossicità infettiva, ematologica iniziale (in 
pz TN), persistente tossicità cardiovascolare (Ibrutinib > 
Acalabrutinib / Zanubrutinib)

• Venetoclax + anti-CD20: piccolo spike iniziale per TLS, tossicità 
prevalentemente ematologica per i primi 6 mesi,  poi quasi nulla

• BTKi + Ven: tossicità limitata nell’anno di associazione, poi nulla

Terapia a durata fissa vs indefinita

time

CIT

Ven + anti-CD20
Ibr

2nd gen BTKi

A parità di efficacia e tossicità, è sempre preferibile una terapia a 
durata fissa vs indefinita

BTKi + Ven

Quali sono le conseguenze per il trattamento dei pazienti?

• Tossicità a lungo termine maggiore con FDT: CDT sempre preferibile se non differenze 
sostanziali di efficacia

• Nel primo anno le doppiette hanno maggiore tossicità rispetto a BTKi di 2° generazione: per i 
pazienti unfit non in grado di tollerare questo surplus di tossicità, meglio CDT



• The NNH with ibrutinib vs zanubrutinib in 2L+ CLL resulting in an incremental cardiac death was calculated 
for each time-on-treatment period using cardiac death data from the ALPINE study

• The modeling NNH analysis suggests that over a 5-year period, 61 cardiac deaths may be avoidable if 
2L+ patients were treated with zanubrutinib vs ibrutinib

Cardiac deaths: Ibrutinib vs zanubrutinib

Rare adverse events…

2L+=second-line or later, CLL=chronic lymphocytic leukemia, NNH=number needed to harm.
Munir T, et al. Poster Presentation at iwCLL 2025;Poster 1528.

Time on Treatment (months)

0–12 >12–36 >36–60 >60

Ibrutinib cardiac death risk 0.926% 1.852% 1.852% 1.852%

Zanubrutinib cardiac death risk 0.000% 0.000% 0.000% 0.000%

NNH 108 54 54 54

Cardiac deaths 
avoided with 
zanubrutinib

Per treatment
Period

19 26 15 1

Total 61

NNH Results of Ibrutinib vs Zanubrutinib in 2L+ CLL 



Fattori da considerare per la scelta del trattamento

Tausch. Hematology Am Soc Hematol Educ Program. 2024;2024:457.

Ibrutinib

Acalabrutinib

Zanubrutinib

Obinutuzumab + Acalabrutinib

Obinutuzumab + Venetoclax

Ibrutinib + Venetoclax

Tx Preference for 
Genetic Subgroups 

Based on 
Efficacy/Tolerability

Tx-Related 

Logistics

AEs, Comorbidities, 
Comedications
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▪ Efficacia in base a fattori 
prognostici

▪ Sequencing

▪ Comorbidità

▪ Fitness

▪ Logistica

▪ Pattern di tossicità

▪ Valori dei pazienti
‒ Via di somministrazione

‒ Accessi in DH

‒ Durata terapia

‒ Impatto eventi avversi

▪ Sostenibilità…



FDT vs CDT: quali pazienti?

▪ Da considerare lo standard se fattibile
(preferenze dei pazienti, sostenibilità)

▪ Da considerare un’opzione se:

‒ Forti preferenze del paziente per FDT

‒ Tossicità a lungo termine
problematica

‒ Profilo prognostico permissivo

▪ Quando FDT non è vantaggiosa…

‒ Efficacia subottimale FDT 
(p53m/del17p)

‒ Pazienti anziani/frail non in grado di 
tollerare l’aumentata tossicità iniziale
di una terapia di combinazione

‒ Logistica sfavorevole per accessi
ripetuti in DH

Fixed Duration Therapy Continuous Duration Therapy



Grazie per l’attenzione!
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