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Events leading to discontinuation of front-line  ibrutinib and rituximab combination in unfit 
patients with CLL: long-term results of the LLC 1114 GIMEMA study

Reason for treatment 
discontinuation

No
patients

% 
patients

48-months 
cumulative 

incidence (95%IC)

Median age, 
years

(range)

Disease progression 10 7% 5.6 (1.5-9.6) 76.2 (57.8-85.2)

Adverse events 44 30% 29.1 (21.5-36.6) 77.9 (56.8-90.2)

Second malignancies 9 6% 6 (1.9-10.1) 75.7 (56.1-81.2)



Ibrutinib venetoclax

Ibrutinibvenetoclax

venetoclax venetoclax



Ibrutinib venetoclax

venetoclax naive



Median time to next therapy after discontinuation: 1 month (0-28 months; N=167)

KI treatment (N=72) Venetoclax (N=26) CIT (N=29)

ORR 59% 74% 50%

CR 4% 32% 2%

Mato et al. Ann Oncol. 2017

Response to subsequent therapy following first KI failure



Outcome following first KI failure according to the reason of failure

Mato et al. Ann Oncol. 2017
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Venetoclax post-BCRi in R/R

Venetoclax until progression
Venetoclax post-BCRi in R/R CLL (N=127)

Ibrutinib (N=91)
Idelalisib (N= 36)

Characteristics Prior Ibrutinib Arm
(N=91)

Prior Idelalisib Arm
(N=36)

Age, years 66 (28–81) 68 (56 – 85)

Bulky nodal disease ≥5 cm
≥10 cm

36 (40%)
9 (10%)

17 (47%)
5 (14%)

Prognostic factors, 
n/N (%)

Unmutated
del(17p)
del(11q)
TP53 mut

50/67 (75%)
42/90 (47%)
30/91 (33%)
29/87 (33%)

22/25 (88%)
8/36 (22%)

13/36 (36%)
5/35 (14%)

Number of previous therapies 4 (1—15) 3 (1 – 11)

Jones et al. Lancet Oncol. 2017; Coutre et al. Blood. 2018 



Venetoclax post-BCRi in R/R CLL 

Response: 12/17 (71%) patients with 
BTK or PLCG2 mutations



Venetoclax post-BCRi in R/R CLL (M14-032 trial)

Jones JA, et al. Lancet Oncol. 2017; Coutre S, et al. Blood 2018 



Real-world outcomes and management strategies for venetoclax-treated CLL patients in the US

Mato et al. Haematologica 2018

141 patients treated at 19 US  centers

72%



12-month PFS 68% 12-month OS 88%.

TP53 disruped

TP53 normal

Real-world outcomes and management strategies for venetoclax-treated CLL patients in the US

Mato et al. Haematologica 2018
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Post venetoclax: baseline characteristics of patients

Mato et al. Clin Cancer Res 2020

326 patients who 
discontinued venetoclax
and have been 
subsequently treated
in the front-line (4%) and 
relapsed/refractory 
settings (96%)

Thirty-one academic and 
community sites in the US, 
EU/UK, and South America 



Post venetoclax: baseline characteristics of patients

For BTKi naïve patients, covalently binding BTKis results in high ORR and durable remissions. 

For BTKi exposed patients, covalent BTK inhibition is not effective in the setting of BTKi resistance,
cellular therapies following venetoclax may be the most effective strategies. 



Post venetoclax: PFS in BTKi naïve patients

Mato et al. Clin Cancer Res 2020



Post venetoclax: PFS in BTKi exposed patients

Mato et al. Clin Cancer Res 2020

For BTKi naïve patients, 
covalently binding BTKis results in high 
ORR and durable remissions. 

For BTKi exposed patients, 
covalent BTK inhibition is not effective in 
the setting of BTKi resistance,
cellular therapies following venetoclax
may be the most effective strategies. 



Subsequent Targeted Therapies, in R/R CLL Previously Treated 
With VenR in the MURANO Study

15
(12.2%)

72
(58.5%)

12
(9.8%)

24
(19.5%)

BR arm (n=123)* 

32
(47.8%)

18
(26.9%)

2
(3.0%)

15
(22.4%)

VenR arm (n=67)* 

Subsequent therapy (ITT)

Harrup et al., ASH 2020



Subsequent Targeted Therapies, in R/R CLL Previously Treated 
With VenR in the MURANO Study

Subsequent therapy= BTKi-based*
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Subsequent therapy (ITT)

72
(58.5%)

BR arm (n=123)* 

18
(26.9%)

VenR arm (n=67)* 

BTKi

Best ORR 
83.9%

Best ORR 
100.0%

Median (range) treatment 
duration 21.9 (5.6–59.2) months

Median (range) treatment 
duration 26.6 (0–50.4) months

V IBR BR IBR

N=14 N=56

* Patients BTK naive



Real-World Data on Post-Venetoclax Ibrutinib/BCRi Treatment

1. Brown J, et al. ASH 2019; poster 4320; 2. Mato AR, et al. Haematologica 2018; 103:1511–1517; 3. Lin VS, et al. Blood 2020; 135:2266–2270; 4. Mato AR, et al. Clin Cancer Res 2020; doi: 10.1158/1078-0432.CCR-19-3815;
5. Mato AR, et al. ASH 2019; Poster 1756; 

Analyses of ibrutinib 
regimens 
post venetoclax regimen Treatment

Response
N Prior

BTKi
ORR CR

Ibrutinib post Ven, in 4 US 
centers1

Ibrutinib post Ven (n=25)* 25 0 14 
(56%) 1 (4%)

Ibrutinib post Ven regimen,
in 19 US centers2

Ibrutinib-based regimen post Ven (n=5) 5 3 1 (20%) 0 

Analysis of BTKi/BCRi 
regimens 
post venetoclax regimen Treatment

Response
ORR CR

BTKi post Ven/VenR, 
in 2 Australian centers3

Ibrutinib (n=21) or zanubrutinib (n=2) 
post Ven†

All patients were BCRi-naïve
23 0 91% 18%

BCRi, CT/CIT, or other after 
Ven regimen (CORE 
Registry)5

Next regimen post Ven (n=23,¶
including n=9 ibrutinib and 
n=4 other BCRi)

23 9
60.8%
(Ibr: 
5/9)

21.7%
(Ibr: 
1/9)



venetoclax venetoclax



Subsequent Targeted Therapies, in R/R CLL Previously Treated 
With VenR in the MURANO Study

Subsequent therapy= VEN-based
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Best overall response rate (ORR)†

to subsequent Ven-based therapy#

Best ORR 
80.0%

Best ORR 
72.2%

Subsequent therapy (ITT)

15
(12.2%)

BR arm (n=123)* 

32
(47.8%)

VenR arm (n=67)* 

Ven

Median (range) treatment duration 
11.4 (0.7–37.6) months

Median (range) treatment duration 
13.5 (0.2–30.7) months

V V V

N=18 N=10

Harrup et al., ASH 2020
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Subsequent Targeted Therapies, in R/R CLL Previously Treated 
With VenR in the MURANO Study

Kater et al., ASH 2020



Thompson et al., ASH 2020

Venetoclax re-treatment after previous venetoclax-based treatment



v Relevant problem in the treatment management of CLL patients

v Limited data, short follow-up
v No prospective data for the use of ibrutinib after venetoclax

v Better responses in patients not previously exposed to the inhibitor

v Refractoriness to prior inhibitor associated to poor prognosis

Therapy selection following BTKi/BCL2i  requires of consideration of
prior novel agent exposure 

discontinuation reasons

biologic profile of CLL: TP53 aberrations, unmutated IGVH genes

Sequencing of BTKi/BCL2i: Conclusions 


