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Treatment is not always required for CLL Aggressive disease 
at diagnosis

Never require
treatment

Initial indolent phase 
followed by progression

Active, symptomatic disease?
Defined as one or more of:
• Significant B-symptomsa

• Symptoms or complications from 
lymphadenopathy, splenomegaly or 
hepatomegaly

• Autoimmune anaemia and/or 
thrombocytopenia poorly 
responsive to conventional therapy

• LDT <6 monthsb



Treating early-stage CLL does NOT result in survival benefit

Dighiero G, et al. N Engl J Med 1998.; 
Hoechstetter MA et al. Leukemia 2017

Langerbeins P et al. Hematol Oncol. 2023
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ESMO 2024 1L CLL

Eichhorst B et al, ESMO Clinical Practice Guideline interim update on new targeted therapies in the first-line and at relapse of chronic lymphocytic leukaemia† Annals of 
Oncology, 2024; doi: https://doi.org/10.1016/j.annonc.2024.06.016.
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ESMO Clinical Practice Guideline interim update on new targeted therapies in 
the first-line and at relapse of chronic lymphocytic leukaemia 

SUPPLEMENTARY MATERIAL 

Supplementary Table S1. Levels of evidence and grades of recommendation 
(adapted from the Infectious Diseases Society Of America-United States Public 
Health Service Grading Systema)  

Levels of evidence 

I Evidence from at least one large randomised, controlled trial of good 

methodological quality (low potential for bias) or meta-analyses of well-

conducted randomised trials without heterogeneity 

II Small randomised trials or large randomised trials with a suspicion of bias 

(lower methodological quality) or meta-analyses of such trials or of trials 

demonstrated heterogeneity 

III Prospective cohort studies 

IV Retrospective cohort studies or case-control studies  

V Studies without control group, case reports, expert opinions 

 

Grades of recommendation 

A Strong evidence for efficacy with a substantial clinical benefit, 

strongly recommended 

B Strong or moderate evidence for efficacy but with a limited clinical benefit, 

generally recommended 

C Insufficient evidence for efficacy or benefit does not outweigh the risk or 

the disadvantages (adverse events, costs, etc.), optional  

D Moderate evidence against efficacy or for adverse outcome, generally not 

recommended 

E Strong evidence against efficacy or for adverse outcome, never 

recommended  
aReprinted by permission of Oxford University Press on behalf of the Infectious 

Diseases Society of America.1 
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- In patients with CLL regardless of IGHV status but without a TP53 mutation or del(17p), preference should be given 
to time-limited therapies and to therapies and/or combinations with longer follow-up data, if efficacy is similar.

- When selecting a first-line treatment, the following could be taken into consideration [V, B]:

ü Side-effect profile (e.g. renal impairment and risk of tumour lysis syndrome versus atrial 
fibrillation, hypertension and risk of bleeding versus accumulation of side-effects with continuous 
therapy)

ü Drug administration (e.g. intravenous application for therapies including anti-CD20 antibody 
infusion versus oral medication only)

ü Access and intensity of controls (e.g. 5-week ramp-up period with the use of a BCL2i)
ü Shorter follow-up

- Prefer proper fitness assessment rather than using age as the determing factor
- Genetic instability is a driver of BTKi resistance due continuous treatment; IV is ranked higher for del17p-

deleted/TP53-mutated than VG; I+V does not trigger BTKi resistance and allows one more LOT in lifetime for the 
patient 

- I+V after appropriate cardiovascular work-up à Highlight US PI (VA in 1%), cardiac surveilance mandatory
- VG in unfit unmutated patients: Del17p, uIGHV and bulk is an independent negative prognostic marker for VG
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CIT: FCR ≤65 yrs (n=150); BR >65 yrs (n=79) × 6 cycles

Venetoclax 400 mg PO QD (ramp-up) × 12 cycles
Obinutuzumab 1,000 mg IV × 6 cycles

n=229

Venetoclax 400 mg PO QD (ramp-up) × 12 cycles
Rituximab 375 (500) mg/m2 IV × 6 cycles

n=237

n=229

Venetoclax 400 mg PO QD (ramp-up) × 12 cycles

Obinutuzumab 1,000 mg IV × 6 cycles
Ibrutinib 420 mg PO QD x 12 cycles†n=231Stratification factors:

• Age 
• Binet stage
• Country 

CLL13

Fixed-duration trials in TN and R/R patients with CLL

GLOW
Patients < 70 yrs of age 

with previously untreated, 
active CLL/SLL requiring 
therapy; ECOG PS 0/1

(N = 164)

Placebo

Undetectable 
MRD*

Ibrutinib 420 mg 
QD for 3 cycles

Ibrutinib

Ibrutinib

Ibrutinib + 
Venetoclax

Detectable 
MRD

Double-blind 
randomization

Open-label 
randomization

Stratified by IGHV
mutation status

Note: All cycles 28 days.

*Defined as having undetectable MRD (< 10-4 by flow 
cytometry) serially over at least 3 cycles in both PB and BM

Ibrutinib 420 mg QD + 
Venetoclax ramp-up to 

400 mg QD for 12 cycles

MRD-guided
randomization

CAPTIVATE

Fischer K, et al. N Engl J Med. Seymour JF, et al. N Engl J Med. 2018
B Eichhorst et al. N Engl J Med 2023;388:1739-1754.
Kater et al., EHA 2021; LB1902 (oral presentation) Wierda et al. JCO 2021.



üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance 

üSafety and Tolerability 

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?
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Efficacy of fixed-duration target therapy vs chemoimmunotherapy
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Does the TP53 and IGHV status still matter in the «targeted therapy era»?

Challenging molecular subtypes



Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral).
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Ghia, ASH 2023
Wierda, ASCO 2024

5-year ORR and PFS rates in the CAPTIVATE study 

Median time on study: 61 months (range 0.8-66.3)

67%

54%

77%



CAPTIVATE trial: co-existing del(17p), mTP53, or CK had a 
substantial impact on PFS in patients with uIGHV and mIGHV

Wierda, ASCO 2024

80% 85%

56% 68%



GLOW: At 57 months of follow-up, Ibr+Ven improved PFS versus Clb+O
The IGHV status still matters!

Results based on updated IGHV reclassifications. Investigator-assessed progression-free survival was analysed.
Clb, chlorambucil; Ibr, ibrutinib; (u/m)IGHV, (unmutated/mutated) immunoglobulin heavy-chain variable region; ITT, intention-to-treat; O, obinutuzumab; PFS, progression-free survival; Ven, venetoclax.
1. Moreno C, et al. ASH 2023 (Abstract No. 634 – presentation).
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GLOW: Time To Next Treatment according to IGHV status
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IBRUTINIB – RESONATE2

VENETOCLAX-O – CLL14

Efficacy on bulky nodes 

no influence 

negative prognostic factor 

no influence 

Venetoclax-Ibrutinib - CAPTIVATE

Bulky Lymphoadenopathy at Baseline
Does Not Impact Long-Term PFS

Wierda et al., ASH 2024 



TN CLL (N=867)
Key inclusion criteria
• Age ≥18 years 
• Without del(17p) or TP53
• ECOG PS ≤2 

Key exclusion criteria
• CIRS-Geriatric >6
• Significant cardiovascular 

disease 

Primary endpoint: 
IRC-assessed PFS (AV vs FCR/BR)

If primary endpoint met, secondary endpoints 
tested in fixed sequential hierarchy: 

1) IRC-PFS (AVO vs FCR/BR)
2) uMRD (AV or AVO vs FCR/BR)
3) OS (AV or AVO vs FCR/BR)

ACALABRUTNIB
VENETOCLAX

(14 cycles)

FCR/BR
(6 cycles)

ACALABRUTINIB
VENETOCLAX

OBINUTUZUMAB
(14 cycles)

RA
ND

O
M

IZ
E 

1:
1:

1 

Brown JR ASH 2024

AMPLIFY: randomized, multicenter, open-label, Ph 3 trial

FCR/BR (n=290)AVO (n=286)AV (n=291)Characteristic
61 (26–86)61 (29–81)61 (31–84)Age, median (range), yr
213 (73.4)210 (73.4)212 (72.9)≤65 yr
77 (26.6)76 (26.6)79 (27.1)>65 yr

183 (63.1)198 (69.2)178 (61.2)Male sex
ECOG PS score

262 (90.3)272 (95.1)262 (90.0)0–1
26 (9.0)14 (4.9)28 (9.6)2

Geographic region*
183 (63.1)179 (62.6)184 (63.2)Europe
50 (17.2)51 (17.8)50 (17.2)North America
57 (19.7)56 (19.6)57 (19.6)Other

Rai stage
163 (56.2)170 (59.4)154 (52.9)0–II
127 (43.8)116 (40.6)137 (47.1)III–IV
46 (15.9)56 (19.6)51 (17.5)del(11q) present

172 (59.3)169 (59.1)167 (57.4)Unmutated IGHV

42 (14.5)46 (16.1)45 (15.5)Complex karyotype 
(≥3 aberrations)

Baseline 
Characteristics

YOUNG

FIT



Significantly improved PFS with fixed-duration AV and AVO vs FCR/BR

Median PFS was NR 
for AV and AVO, and 

was 47.6 mo for 
FCR/BR
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2024
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CAPTIVATE-GLOW-AMPLIFY:
I acknowledge the limitations in comparing I+V and A+V studies, 

but I take the liberty of doing so

Brown J, et al. oral presentation at ASH 2024. #1009
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Why Fixed Duration Therapy in CLL?



CT/CIT BCL2i BTKi

X



Fürstenau M, et al. ASH 2023 (Abstract No. 635 – presentation).

GAIA/CLL13 trial: MRD rates in PB at MO15 at 4 years follow-up
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uMRD† Rates Over Time With IVen by NGS

Moreno C, et al. ASH 2023. Abstract 634 (Oral)
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GLOW: MRD rates and outcomes in I+V
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78%

50%

median follow-up: 57.3 months
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70%



Patients < 70 yrs 
of age with 
previously 

untreated, active 
CLL/SLL requiring 

therapy; ECOG 
PS 0/1

(N = 164)

Placebo

Undetectable 
MRD*

Ibrutinib 
3 cycles

Ibrutinib

Ibrutinib

Ibrutinib + 
Venetoclax

Detectable 
MRD

*Defined as having undetectable 
MRD (< 10-4 by flow cytometry) 
serially over at least 3 cycles in 
both PB and BM

Ibrutinib 
Venetoclax

12 cycles

MRD-guided
randomization

The MRD cohort of the CAPTIVATE trial
MRD Negativity Rates Were 
Sustained 3-years Post-
randomization and Similar in 
Patients Randomized to 
Placebo vs Continued Ibrutinib 

In patients WITHOUT 
confirmed uMRD after 
12 cycles combination 

(I+V) increases in 
uMRD were greater 

with continued 
Ibrutinib + venetoclax 
versus Ibrutinib aloneASH 2022; Allan JN et al. 

Wierda et al. JCO 2021.



EOT Peripheral Blood MRD Status Is More Predictive
Thank iwCLL Response for Long-Term PFS

Wierda et al., ASH 2024 

MRD Influences PFS
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(Flow Cytometry [<10-4] in PB)Brown JR ASH 2024



29Kater et al. Blood 2025



Progressione dopo BTKi 

Real-Life from CORE (Ghosh et al. 2024)
Retrospective observational study

Real-world patients who received Ven-based 
therapy after discontinuation of a cBTKi* (N=205)

PATIENT POPULATION

Reason for cBTKi discontinuation: 
Intolerance 42.9%; Progression Disease 37.1%

Median DOT 
20.2 mo

cBTKi* Ven-based

Median DOT
14.4 mo

Median 0.6 mo
between cBTKi end 

and Ven start

*Ibr 85.4%, Acala 6.8%, IR 2.9%. 

TREATMENT CHARACTERISTICS

2L: 
53.8%

3L+: 
31.7%

HIGH RISK 
FEATURES

24%

70%

del(17p)
/TP53mut

IGHVunmut

% of patients||

2L 3L 4L+

Ven LOT (N=205) Ven Regimens (N=205)

VenR
31.2%
(n=64)

Ven 
mono
60.0%

(n=123)

34.6%
(n=71)

35.6%§

(n=73)

29.8%
(n=61)

VenO 8.8%
(n=18)

§86% of 3L Ven had CT/CIT exposure prior to cBTKi

Ghosh N, et al. American Journal of Hematology, 2024; 0:1–5



Progressione dopo BTKi 

EFFECTIVENESS RESULTS
Response

N
PFS TTNT-D

N ORR. % CR, % Median, mo (95% CI) 18-mo 
rate, % Median, mo (95% CI) 18-mo 

rate, %

Overall
Overall 141 79.4 44.0 205 44.1 (36.3, NR) 76.2 44.2 (31.9, NR) 73.7
1Là2L 47 85.1 53.2 71 43.2 (39.5, NR) 80.8 NR (31.9, NR) 73.6
2Là3L 51 80.4 43.1 73 44.3 (36.3, NR) 82.1 44.2 (37.0, NR) 78.4

cBTKi - Stop per 
intolleranza

Overall 60 85.0 51.7 88 NR 84.1 NR 79.3
1Là2L 22 86.4 59.1 36 39.5 (39.5, NR) 84.1 39.5 (39.5, NR) 77.5
2Là3L 26 88.5 53.8 33 NR 89.0 NR 87.2

cBTKi - Stop per 
progressione

Overall 51 76.5 37.3 76 30.1 (22.1, NR) 71.0 30.4 (26.3, NR) 75.3
1Là2L 10 90.0 50.0 15 31.9 (13.2, NR) 62.2 31.9 (12.5, NR) 53.3
2Là3L 19 68.4 26.3 30 31.8 (22.1, NR) 73.1 37.4 (26.3, NR) 75.2

Patients treated 
with VenR

Overall 42 71.4 40.5 64 39.5 (31.8, NR) 77.0 37.4 (31.6, NR) 75.7
1Là2L 19 78.9 52.6 31 43.2 (39.5, NR) 88.4 NR (39.5, NR) 85.0
2Là3L 15 73.3 33.3 23 36.3 (23.7, NR) 85.9 37.4 (31.6, NR) 79.8

Questo studio RWE dimostra l'efficacia dei trattamenti a base di Ven (Vmono e V+R) in 2L e 3L,
dopo cBTKi, indipendentemente dal motivo dell'interruzione dello stesso.

Risultati simili di efficacia sono stati osservati tra i pazienti che hanno interrotto cBTKi in 1L > 2L e 2L > 3L

Ghosh N, et al. American Journal of Hematology, 2024; 0:1–5



Progressione dopo BTKi 

Schwaner et al. ASH 2024, Blood 144 (2024) 6788-6789

After amedian follow-up of 23months:

• estimated 24-months OS rate were 73.2% for VM and
76.6% in VR

• estimated 24-months PFS rate was 62.4% for VM and
72.9% for VR, respectively.

EFFECTIVENESS RESULTS

Anche questo studio RWE dimostra l'efficacia dei trattamenti a base 
di Ven (VM e VR) dopo trattamento con cBTKi. 

Nonostante i fattori di rischio fossero simili tra i gruppi VR e VM, 
il gruppo VR ha mostrato migliori tassi di OS, PFS e ORR.

Il trattamento è stato ben tollerato in entrambi i gruppi, affermando V 
come una valida opzione per pazienti con pretrattamenti intensivi e 

con esposizione a Ibru.



Hillmen et al., Abstract 631, ASH 2023

Stopping rules for ibrutinib + venetoclax in

If PB MRD negative repeat after 3 months and then PB and BM at 6 months – if 
all MRD negative then first PB MRD negative result is time to MRD negativity

Testing schedule
(Central lab, MRD 
flow, MRD negative 
<1 CLL cell in 104)

FCR

Ibrutinib 
+ ven

BM
PB

To
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l b
od

y 
CL

L 
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ll 
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m
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rs

1012
IWCLL CR

MRD-negative CR (<0.01%)

0 1 2 3 4 5 6

MRD-negative
Stop ibrutinib

Potential cure

1010

108

106

104

102

100

Years 7

Restart ibrutinib + venetoclax
if becomes MRD positive 

prior to Year 6

Defining treatment duration
2 to 6 years Ibrutinib
or both ibr+venetoclax
Double time after MRD 
negative



PFS is independent on IGHV status with I+V

BM, bone marrow; FCR, fludarabine, cyclophosphamide and rituximab; HR, hazard ratio; I, ibrutinib; I+V, ibrutinib plus venetoclax; 
MRD; minimal residual disease; OS, overall survival; PB, peripheral blood; PFS, progression-free survival; pts, patients; V, 
venetoclax.
Munir T et al. N Engl J Med. 2023; doi: 10.1056/NEJMoa2310063

Patients with unmutated IGHV Patients with mutated IGHV



Only 13 patients (8.2%) had MRD relapse necessitating retreatment

Median time to MRD relapse 20 months
Munir T et al ASH 2024



üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance 

üSafety and Tolerability 

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?



Acquired mutations in patients treated with targeted agents

BTKi/BCL2i continuous

0 1 2 3 4 5 6

ATM
BIRC3
BRAF
EGR2

FBXW7
POT1
RPS15
SF3B1
TP53

012

VenO (n=25) OClb (n=88)

* RESONATE-2, iLLUMINATE, NCT01500733, RESONATE, and RESONATE-17.

BTK, Bruton’s tyrosine kinase; mut, mutated; NE, not estimable.

Venetoclax-Obinutuzumab

1. Wiestner A, et al. ASH 2020. Abstract 2225 (Poster); 
2. Tausch E, et al. EHA 2021. Abstract S144 (Oral).

Ibrutinib-Venetoclax

1Popovic R et al, Am J Hematol. 2022;97(2):e47-e51. 2Kotmayer L et al, 
Int J Mol Sci. 2023;24:5802. 3Lucas F et al, Blood. 2020;135:2192-2195

1 of 40 patients with  acquired 
subclonal mutation in BCL-2 (A113G, 
VAF 8.3%) was identified in the 
CAPTIVATE trial
*BCL-2 A113G identified in patients 
with PD on venetoclax (usually in 
combination with BCL-2 G101V) has 
unclear clinical significance 

MANY NONE ONE



Clonal pressure and therapeutic resistance 

Serafin et al. Br J Haematol 2025; 00:1-10

I trattamenti continuativi aumentano l’insorgenza
di mutazioni e resistenze al trattamento

esercitando una maggiore pressione clonale
rispetto ai trattamenti a durata fissa



Cellular ecosystem 
ruled by 

evolutionary laws

Varying doses and 
schedules of 

therapy

Adaptive therapy Concept



ReVenG study: efficacy of VenO retreatment in CLL 
after prior Ven-based therapy

VENETOCLAX-OBI VENETOCLAX

Davids M, et al. ASH 2021. Oral 2634.  2. Clinicaltrials.gov. NCT04895436. Accessed April 2024.

Data for treatment sequencing after 1L VenO are limited; treatment options include retreatment with venetoclax-based 
therapy or subsequent cBTKi

A prospective Phase 2 study (ReVenG) is ongoing to evaluate the efficacy and safety of FTD VenO retreatment in 
patients who previously achieved a clinical response and completed treatment with 1L fixed duration VenO

In Italy, this study is active in Turin and Terni

Ven + anti-CD20 ± X
>24 months off treatment

Cohort 2

ReVenG

Venetoclax x 12 cycles
Anti-CD20 mAb x 6 cycles

Venetoclax x 12 cycles
Anti-CD20 mAb x 6 

cycles

VenO†

Cohort 1
Venetoclax x 12 cycles

Obin x 6 cycles

Venetoclax x 24 cycles
Obin x 6 cycles

Additional Ven‡

MRD 
assessment
at month 15

If MRD+
≥12–24 months 

off treatment

± X (an additional drug)

± X (an additional drug)

‡At investigator’s discretion



Ibrutinib post I+V is an effective and safe sequence in the CAPTIVATE trial

PR
81%

PR
57%

CR 5%
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86%
71%

Wierda WG et al ASCO 2024

AEs, n (%)
Single-agent 

ibrutinib
(n=25)

Ibrutinib + 
venetoclax

(n=7)

Any AE 18 (72) 7 (100)

Most frequent AEsb
COVID-19c

Diarrhea
Hypertension
Pyrexia
Upper respiratory tract 
infection
Nausea

5 (20)
5 (20)
4 (16)
3 (12)
3 (12)
1 (4)

2 (29)
3 (43)
4 (57)

0
0

2 (29)

Grade 3/4 AEs 6 (24) 2 (29)

Serious AEs 5 (20) 0

AEs leading to discontinuation 1 (4) 0

AEs leading to dose reduction 0 0

AEs during retreatment were consistent with known safety 
profiles for single-agent ibrutinib and ibrutinib + venetoclax

Median time on retreatment:
21.9 months (range, 0.0–50.4) for ibrutinib 
13.8 months (range, 3.7–15.1) for ibrutinib + venetoclax



E Campo obbligatorio ai fini dell'eleggibilità

O Campo obbligatorio

E Età ≥18 anni

O Data della prima diagnosi di Leucemia Linfatica 
Cronica (LLC)

mese/anno

1) è stata confermata la diagnosi di LLC e sono 
state escluse altre malattie linfoproliferative

2) è stata confermata la diagnosi di LLC atipica e 
sono state escluse altre malattie linfoproliferative

3) non è stata confermata la diagnosi di LLC 
oppure non è stato possibile escludere altre 
malattie linfoproliferative oppure non sono stati 
effettuati approfondimenti diagnostici

blocca

Sì Indicazione 3
No

Sì Indicazione 4
max 12 cicli

No

0
1
2
3
4

O Data dell'ultima recidiva mese/anno
0
1
2
3
4

Si

No

Si
No
Non eseguito
Si
No
Non eseguito
del(17p)
del(11q)
del(13q)
Trisomia cromosoma 12
Altre anomalie
Assenza di anomalie
Non effettuata
Presente
Assente
Non eseguita

VENCLYXTO (venetoclax)
Leucemia Linfatica Cronica (LLC)

1. VENCLYXTO in monoterapia è indicato per il trattamento della Leucemia Linfatica Cronica (LLC) in presenza 
della delezione 17p o della mutazione TP53 in pazienti adulti non idonei o che hanno fallito la terapia con un 
inibitore della via del recettore delle cellule B.

2. VENCLYXTO in monoterapia è indicato per il trattamento di pazienti adulti con LLC in assenza della 
delezione 17p o mutazione TP53 che hanno fallito la chemioimmunoterapia e la terapia con un inibitore della 
via del recettore delle cellule B.

3. Venclyxto in combinazione con rituximab è indicato per il trattamento di pazienti adulti con leucemia 
linfatica cronica (LLC) che hanno ricevuto almeno una terapia precedente.

4. Venclyxto in combinazione con obinutuzumab è indicato per il trattamento di pazienti adulti con leucemia 
linfatica cronica (LLC) non trattati in precedenza.
Indicazione ammessa alla rimborsabilità:
Venclyxto in combinazione con obinutuzumab è indicato per il trattamento di pazienti adulti con leucemia 
linfatica cronica (LLC) non trattati in precedenza e non candidabili ad immunochemioterapia di prima linea 
tipo FCR

1- Scheda Registrazione paziente (RP)

2- Scheda Eleggibilità e Dati Clinici (E_DC)

Caratteristiche della malattia

E In base alle indagini diagnostiche effettuate
(p.e. citofluorimetria, esame istologico):

O Venetoclax sarà somministrato in combinazione con 
rituximab?

O Venetoclax sarà somministrato in combinazione con 
obinutuzumab?

O Stadio RAI al momento della diagnosi

Questa domanda compare solo per 
l'indicazione 4; cioè se risposto Sì alla 
domanda "Venetoclax sarà somministrato in 
combinazione con obinutuzumab?"

Queste domande compaiono solo per le 
indicazioni 1, 2 e 3, quindi se risposto NO alla 
domanda "Venetoclax sarà somministrato in 
combinazione con obinutuzumab?"

O Stadio RAI al momento dell'ultima recidiva

O

Il paziente presenta elevata massa tumorale (p.e. 
lesioni > con diametro superiore a 5 cm) e/o 
un’elevata conta dei linfociti circolanti (> 25 x 109/L)? 
(paragrafo 4.2 RCP)

O Positività CD38 (considerare l'ultima analisi 
disponibile)

O Positività ZAP-70 (considerare l'ultima analisi 
disponibile)

O Risultato dell'ultima analisi citogenetica disponibile 
(possibili scelte multiple)

O Mutazione TP53

07/03/24, 11:16 *** ATTO COMPLETO ***

https://www.gazzettaufficiale.it/atto/stampa/serie_generale/originario 1/3

AGENZIA ITALIANA DEL FARMACO
DETERMINA 26 febbraio 2024 

Modifica delle condizioni e modalita' di monitoraggio nell'ambito dei
registri AIFA del medicinale per uso umano «Venclyxto». (Determina n.
2/2024). (24A01189) 

(GU n.55 del 6-3-2024)

 
                  IL DIRETTORE TECNICO-SCIENTIFICO 
 
  Visto l'art. 48  del  decreto-legge  30  settembre  2003,  n.  269,
recante «Disposizioni urgenti per  favorire  lo  sviluppo  e  per  la
correzione  dell'andamento  dei  conti  pubblici»,  convertito,   con
modificazioni, nella legge 24 novembre 2003, n. 326, che ha istituito
l'Agenzia italiana del farmaco; 
  Visto il decreto 20 settembre  2004,  n.  245  del  Ministro  della
salute,  di  concerto  con  i  Ministri  della  funzione  pubblica  e
dell'economia   e   delle   finanze   «Regolamento   recante    norme
sull'organizzazione ed il  funzionamento  dell'Agenzia  italiana  del
farmaco, a norma dell'articolo 48, comma  13,  del  decreto-legge  30
settembre 2003, n. 269, convertito, con modificazioni, dalla legge 24
novembre 2003, n. 326», come  da  ultimo  modificato  dal  decreto  8
gennaio 2024, n. 3 del Ministro  della  salute,  di  concerto  con  i
Ministri della funzione pubblica e  dell'economia  e  delle  finanze,
pubblicato nella Gazzetta Ufficiale - Serie generale - n. 11  del  15
gennaio 2024; 
  Visto il vigente regolamento di organizzazione, del funzionamento e
dell'ordinamento del personale  dell'Agenzia  italiana  del  farmaco,
pubblicato sul  sito  istituzionale  dell'Agenzia  (comunicazione  in
Gazzetta Ufficiale della Repubblica italiana - Serie  generale  -  n.
140 del 17 giugno 2016); 
  Visto il decreto del Ministro  della  salute  9  febbraio  2024  di
nomina del dott. Pierluigi Russo quale direttore  tecnico-scientifico
dell'Agenzia italiana del farmaco, ai sensi dell'articolo 10-bis  del
citato decreto del Ministro della salute 20 settembre 2004, n. 245  e
successive modificazioni; 
  Vista la legge 24 dicembre 1993, n.  537,  concernente  «Interventi
correttivi di finanza pubblica», con particolare riferimento all'art.
8, comma 10, che prevede la classificazione dei medicinali  erogabili
a carico del Servizio sanitario nazionale; 
  Visto l'art. 48, comma 33-ter del decreto-legge 30 settembre  2003,
n. 269, convertito, con modificazioni, dalla legge 24 novembre  2003,
n.  326,  in   materia   di   specialita'   medicinali   soggette   a
rimborsabilita' condizionata nell'ambito dei registri di monitoraggio
AIFA; 
  Visto il decreto  legislativo  24  aprile  2006,  n.  219,  recante
«Attuazione della direttiva 2001/83/CE  (e  successive  direttive  di
modifica) relativa ad un codice comunitario concernente i  medicinali
per uso umano»; 
  Vista la deliberazione CIPE del 1° febbraio 2001, n. 3; 
  Visto il decreto del Ministero  della  salute  del  2  agosto  2019
recante «Criteri e modalita' con cui l'Agenzia italiana  del  farmaco
determina, mediante negoziazione, i prezzi dei farmaci rimborsati dal
Servizio sanitario nazionale», pubblicato  nella  Gazzetta  Ufficiale
della Repubblica italiana, Serie generale, n. 185 del 24 luglio 2020; 
  Visto il provvedimento CUF del  31  gennaio  2001,  concernente  il

IBRUTINIB
VENETOCLAX

VENETOCLAX

VENETOCLAX
RITUXIMAB

Continuous Ven or fixed duration 
Ven-R post I+V are feasible options



üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance 

üSafety and Tolerability 

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?
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IRRs

Neutropenia

Barriers Solutions

Ramp-up

G-CSF

Management

Venetoclax-Obinutuzumab safety profile
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Select Grade 3-4 AEs with incidence of ≥3% during treatment 
(VenO/Ven) period compared with off-treatment periodCL
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Any TLS

VenO Ven Post-treatment

0 6 12 39.7

OClb arm (chlorambucil)
n=214

VenO arm (venetoclax)
n=212Patients

17 (8)
13 (6)

43 (20)
28 (13)

Dose reduction due to AE, n (%)1
Due to neutropenia [most common cause]

35 (16)33 (16)Treatment-emergent (VenO or OClb) AE leading to 
treatment discontinuation, n (%)1

31 (15)
5 (2)

27 (13)
5 (2)

Treatment discontinuation due to any AE, n (%)1
Due to neutropenia [most common cause]

95.4 (4–111)95.1 (21–100)Median dose intensity, % (range)*,2



• 1. Kater AP, et al. NEJM Evid 2022; doi: 
10.1056/EVIDoa2200006;
2. Munir T, et al. J Clin Oncol 2023; doi: 
10.1200/JCO.22.02283.

1. Tam CS, et al. Blood 2022; 139:3278–3289;
2. Moreno C, et al. EHA 2022. Abstract P669 (Poster);

3. Tedeschi A, et al. EHA 2023. Abstract P617 (Poster).

Ibrutinib + Venetoclax has a generally manageable safety profile

4 cardiac or sudden deaths, 
all in patients with CIRS score of at least 10 and/or 

ECOG PS 2, and a history of hypertension, 
cardiovascular  disease, and/or diabetes



**

* * *

*

Summary of deaths during GLOW study

Ibru lead-in

Niemann CU, Lancet Oncol 2023, supplementary appendix

Cardiac-related deaths 
occurred in patients who 
were highly comorbid with 
significant cardiac history 

Baseline CV risk assessment 
ensures the identification of 

patients who stand to benefit 
from I+V treatment



Events of Clinical Interest in the AMPLIFY Study
AV (n=291) AVO (n=284) FCR/BR (n=259)

Any Grade Grade ≥3 Any Grade Grade ≥3 Any Grade Grade ≥3

Any ECI 222 (76.3) 136 (46.7) 242 (85.2) 188 (66.2) 185 (71.4) 141 (54.4)

Cardiac events 27 (9.3) 5 (1.7) 34 (12.0) 7 (2.5) 9 (3.5) 3 (1.2)

Atrial fibrillation 2 (0.7) 1 (0.3) 6 (2.1) 2 (0.7) 2 (0.8) 2 (0.8)

Ventricular tachyarrhythmiasa 2 (0.7) 0 3 (1.1) 0 0 0

Hypertension 12 (4.1) 8 (2.7) 11 (3.9) 6 (2.1) 7 (2.7) 2 (0.8)

Hemorrhage 94 (32.3) 3 (1.0) 86 (30.3) 6 (2.1) 11 (4.2) 1 (0.4)

Major hemorrhage 3 (1.0) 3 (1.0) 8 (2.8) 6 (2.1) 2 (0.8) 1 (0.4)

Neutropenia (any)b 108 (37.1) 94 (32.3) 143 (50.4) 131 (46.1) 132 (51.0) 112 (43.2)

Infections (any) 148 (50.9) 36 (12.4) 153 (53.9) 67 (23.6) 82 (31.7) 26 (10.0)

Second primary malignancies 15 (5.2) 5 (1.7) 12 (4.2) 5 (1.8) 2 (0.8) 0

Any serious AE 72 (24.7) 109 (38.4) 71 (27.4)

Serious AEs leading to death 10 (3.4) 17 (6.0) 9 (3.5)

AE leading to treatment 
discontinuation 23 (7.9) 57 (20.1) 28 (10.8)

Brown JR ASH 
2024



Overall Survival: the impact of COVID-19 death

OS Prolonged
With AV vs FCR/BR

OS Prolonged With AV and AVO vs FCR/BR 
(COVID-19 Deaths Censored)
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HR (95% CI)

0.33 (0.18 to 0.56)
0.76 (0.49 to 1.18)

AV vs FCR/BR
AVO vs FCR/BR

36-mo OS

94.1%
87.7%
85.9% HR (95% CI)

0.27 (0.11 to 0.60)
0.47 (0.22 to 0.95)

AV vs FCR/BR
AVO vs FCR/BR

36-mo OS97.5%
96.2%
93.7%

AVO

AV

FCR/BR

AV

AVOFCR/BR

COVID-19 deaths: 10 (AV), 25 (AVO), 21 (FCR/BR)

P<0.0001
–

P value

Brown JR ASH 
2024



A pilot study of lower doses of ibrutinib in patients with chronic 
lymphocytic leukemia

Chen LS et al. Blood 2018

Even though at least 97% BTK occupancy was 
achieved at the 2.5 mg/kg/d dose level, which roughly 
corresponds to 175 mg/d, in the phase 1 trial, a 420 
mg/d dose was selected for CLL

Ibrutinib occupancy data

Advani RH et al. J Clin Oncol. 2013;31(1):88-94.



50

IBRUTINIB

Atrial 
Fibrillation

Arthralgia

Infection

Diarrhea

Hypertension

Bleeding RESONATE-2 Ibrutinib
N=135

Median (range) duration of ibrutinib treatment, years 6.2 (0.06–10.2)

Continuing ibrutinib at study closure, n (%) 37 (27)

Discontinued ibrutinib, n (%)

AE 44 (33)

PD 18 (13)

Ibrutinib Monotherapy: from early safety confidence to emerging concerns

Burger J, et al. poster presented at EHA 2024. #P670

27%

33%



• Rate of dose reductions due to AEs was highest in Years 0-1 (9%)
and lower in subsequent years

• 28/31 (90%) had improvement/resolution of the AE following dose
reduction

• 19/31 (61%) had no recurrence or recurred at lower level

Barr PM, et al. Blood Adv. 2022 Apr 4 [Epub ahead of print].

Ibrutinib dose modifications resolved AEs for most patients while did not 
impact efficacy in the RESONATE-2 trial

Estimated 7-year PFS: 59% vs 59%

Estimated 7-year OS: 79% vs 74%

Woyach, J.A et al. Cancers 2023, 15, 507



Ibrutinib provides patients a life as long as those without CLL

Survival estimates for the general
population age-matched to the
Ibrutinib and CT/CIT cohorts were
obtained from the survival
probability from life tables
published by the CDC for total US
population in 2019
(https://www.cdc.gov/nchs/product
s/life_tables.htm).

Data for previously untreated
CLL/SLL patients were pooled
across 3 studies: ECOG-ACRIN
E1912, RESONATE-2, and
iLLUMINATE.

Ghia et al. Hemasphere 2024



TAILOR: Study of ibrutinib ± venetoclax to customize ibrutinib treatment 
regimens for participants with previously untreated CLL/SLL

• Previously untreated 
CLL/SLL

• Measurable nodal 
disease by CT, defined 
as ≥1 lymph node ≥1.5 
cm in longest diameter

• ECOG PS 0–2 for 
ibrutinib monotherapy; 
ECOG PS 0–1 for 
ibrutinib + venetoclax

• N=320 R

3 cycles*
420 mg QD ibrutinib 

lead-in

3 cycles*
420 mg QD ibrutinib 

lead-in

420 mg QD ibrutinib until PD or toxicity

1 cycle*
420 mg QD ibrutinib 

lead-in

Phase 2, randomized, multi-cohort study design

Ibrutinib + 
Venetoclax

Ibrutinib R

12 cycles* 

420 mg QD ibrutinib 
+ 400 mg QD venetoclax

12 cycles*

280 mg QD ibrutinib 
+ 400 mg venetoclax QD 

280 mg QD ibrutinib until PD or toxicity



üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance 

üSafety and Tolerability 

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?
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Earlier improvement on the GHS/QoL scale in patients treated with Ven-G 
compared with OClb

5 months

American J Hematol, Volume: 96, Issue: 9, Pages: 1112-1119, DOI: 
(10.1002/ajh.26260) 

Ven-G

OClb



HOVON139/GiVe trial: examine 
Geriatric assessments and frailty in the 
context of targeted CLL therapy

Frailty is also a target for targeted drugs in CLL

Valentin Goede, Blood, 2023 

Ven-O is reduced the number of geriatric conditions as a 
surrogate of frailty

67 mostly older patients
 
median age 71 years

unfit for FCR 

received 12 cycles of Ven-O
More than half of the 

patients with an 
initially high geriatric 
burden progressively 
converted to a later 

low one



Access to the outpatient clinic for i.v. drugs or venetoclax 
ramp-up might be an issue for some patients…

is easier to take pills at home



üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance *

üSafety and Tolerability *

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?
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üEfficacy 

üDeep responses (MRD)

üClonal evolution and resistance 

üSafety and Tolerability 

üQoL

üCost-effectiveness

üPatient’s desire

Why Fixed Duration Therapy in CLL?



Patients’ priorities in selecting treatments: CLL patients value higher PFS 

Carol Mansfield et al., Blood Adv, 2017 

On average, 36 additional months of PFS 
would compensate respondents for an 
increase in the risk of serious infection from 
0% to 30%.

demonstrated by several studies, including randomized trials,24-26 but
very little is known about patients’ interest in knowing their MRD
status. In this study, a significant number of patients indicated interest
in a test of their MRD status, especially if the sample was taken from
the peripheral blood rather than by bone marrow aspiration. If further
studies establish the usefulness of MRD testing for treatment
decisions, our study suggests that patients may be interested.

The only other DCE study to investigate treatment preferences for
CLL using a DCE was that conducted by Landfeldt et al.27 The
study included physicians, the general population, and a small
sample of relapsed/refractory patients in Germany and Sweden.
Among 6 attributes (overall survival, PFS, fatigue, nausea, risk of
serious infections, and treatment administration), overall survival
was the most important attribute for all 3 groups, and treatment

administration was more important to patients than it was to
physicians. We selected PFS as our measure of efficacy because
patients often receive a series of treatments followed by remission
and relapse and there is more consistent clinical data on PFS
across existing treatments. Although in the larger picture, patients
may care more about overall survival, patients with CLL often take a
series of treatments, and it can be hard to tie one particular
treatment to a change in overall survival. During the focus groups,
patients talked more about remission than overall survival, and in the
pretests, no patients asked about overall survival, so the use of PFS
as an efficacy end point appeared to be acceptable to patients.

The study results should be viewed in light of several limitations. The
respondents were recruited through a patient advocacy organi-
zation, and this population may represent a subgroup of the overall

0 10 20 30 40 45

Months of PFS required by respondent to offset AE
5 15 25 35

21.6From none to severe diarrhea
From mild/moderate to severe diarrhea 15.8

From none to mild/moderate diarrhea 5.8

Diarrhea

26.3From 0% to 8% chance of organ damage
From 0% to 5% chance of organ damage 16.4
From 1% to 5% chance of organ damage 13.1
From 5% to 8% chance of organ damage 9.9
From 0% to 1% chance of organ damage 3.3

Organ damage

From 0% to 30% chance of infection 35.9

From 0% to 15% chance of infection 17.9

From 15% to 30% chance of infection 17.9

From 5% to 15% chance of infection 12.0
From 0% to 5% chance of infection 6.0

Infection

From pill every day to IV for 6 months 3.5
Mode

Figure 3. Additional months of PFS required by respon-

dents to offset a change in an adverse event or change

mode of administration. The bars display the minimum

acceptable benefit (MAB) calculation (the number of months

of PFS needed to offset a change in the attribute level). The

horizontal bars at the end of the MAB bar represent the 95%

confidence intervals about the point estimate. AE, adverse

event.
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Figure 4. Impact of cost on medicine choice. The bars

indicate the percentage of the sample that selected medicine A

or B. The first bar represents the forecast of the percentage

selecting medicine A or B based on predictions from the model

results for the DCE when cost was excluded. The next 2 bars

show the percentage of the sample that selected medicine A or

B when cost was included (see Figure 1 for medicine

definitions).
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In the CHOICE study patients had more concerns about possible infections

The limitation in hospital access during the 1st wave and the overall 
need of personal protection (masks usage) and social distancing might 
have influenced patients’ responses
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WATCH & WAIT TREATED

In contrast to previously published DCEs where PFS was the 
most important attribute

Sportoletti et al. Hematol Oncol 2024



BTKi

Ven-Obi

BTKi I-V



paolo.sportoletti@unipg.it


