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Outline

• Choice of therapy and pros/cons of continuous treatment versus fixed duration

• Focus on fixed duration Ven-R for R/R CLL

• Re-treatment after fixed duration therapy



What influences the choice of therapy

SAFETY OF 
THERAPY

• Toxicity profile of BTKi and Bcl2i
• Concomitant medications (NOACs, anti-PLT agents, CYP3A 

inhibitors)

PATIENT 
CHARACTE-

RISTICS

PRIOR
THERAPY 

• CIT
• BCRi
• Anti-BCL2

DISEASE 
BIOLOGY

• TP53 disruption - IGHV status
• Clonal evolution

Age 
Comorbidities
CIRS score
Patient expectation



BTKi-based BCL2i-based

Ibrutinib
Acalabrutinib
Zanubrutinib

Venetoclax+R

Treatment 
duration Continuous Fixed,

time-limited

Current treatment options in R/R CLL



Vs
Pros: Pros:

§ Disease control with continuous treatment but 
residual disease may remain

§ Easy treatment: no need of hydration and initial 
hospitalization

§ Time-limited exposure to treatment-toxicities
§ Treatment-free time with improvement in the 

physical and emotional health in treatment-free 
patients

§ Deep response, fixed treatment duration with 
potential for uMRD

§ Potential for cost saving
§ More adherence to therapy

Cons: Cons:
§ Early toxicities: bleeding events, atrial

fibrillation, myalgias/arthralgias, headache, 
infections

§ Long term toxicity: hypertension and cardiac
risk, infections

§ Psychological stress of an endless therapy
§ Impact of resistances

§ The risk of early adverse events requires 
supportive measures (hydration ±
hospitalization) in the initial phase of treatment

§ Suboptimal response in high risk disease

Continuous therapy Time-limited therapy
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• Choice of therapy and pros/cons of continuous treatment versus fixed duration

• Focus on fixed duration Ven-R for R/R CLL

• Re-treatment with BTKi or venetoclax after fixed duration therapy
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Chronic Lymphocytic Leukemia



Baseline characteristics in patients with R/R CLL

Note: ‘Number of prior therapies’ in above table are correct;3 values in the N Engl J Med manuscript1 were incorrect. 
* 7% cutoff for 17p; assessed at central lab;1 † Across both treatment groups, 55% of patients who had a prior purine analog 
received FCR4; BCRi, B-cell receptor pathway inhibitors; FCR, fludarabine, cyclophosphamide and rituximab; 
IGHV, immunoglobulin heavy chain variable region.

1. Seymour JF, et al. N Engl J Med 2018; 378:1107–1120 (incl. suppl.);
2. Seymour JF, et al. ASH 2019. Abstract 355 (Oral);

4. VENCLYXTO® (venetoclax). EMA Summary of Product Characteristics (April 2020 update).

Characteristics VenR (n=194) BR (n=195)
Age1 Median, years (range) 64.5 (28–83) 66 (22–85)
Lymphocyte count, n (%)1 ≥25×109/L 129 (66.5) 134 (68.7)
del(17p)–(FISH),* n/N (%)1 Deleted 46/173 (26.6) 46/169 (27.2)
TP53 mutational status, n/N (%)1 Mutated TP53 48/192 (25.0) 51/184 (27.7)

IGHV mutational status, n/N (%)1
Unmutated IGHV
Mutated IGHV
Unknown

123/180 (68.3)
53/180 (29.4)

4/180 (2.2)

123/180 (68.3)
51/180 (28.3)

6/180 (3.3)

Number of prior therapies, n (%)2
1
2
≥3

111 (57.2)
58 (29.9)
25 (12.9)

117 (60)
43 (22.1)
35 (17.9)

Prior therapies, n (%)2

Alkylating agent
Purine analog†

Anti-CD20 antibody
BCRi
Bendamustine

185 (95.4)
158 (81.4)
148 (76.3)

3 (1.5)
4 (2.1)

182 (93.3)
157 (80.5)
153 (78.5)

5 (2.6)
5 (2.6)

Fludarabine refractory, n/N (%)1 Yes 27/191 (14.1) 30/194 (15.5)
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Chronic Lymphocytic Leukemia

Kater AP, et al. EHA 2023. Abstract S201 (Oral).



Venetoclax-Rituximab in R/R CLL: 5-year clinical update

Seymour JF et al, Blood, 2022



Venetoclax-Rituximab in R/R CLL

Seymour JF et al, NEJM, 2018



13

Chronic Lymphocytic Leukemia

Kater AP, et al. EHA 2023. Abstract S201 (Oral);
Kater AP, et al. ASH 2020. Abstract 125 (Oral);

Seymour JF, et al. Blood 2022; 140:839–850.
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Chronic Lymphocytic Leukemia

1. Kater A, et al. EHA 2023. Abstract S201 (Oral); 2. Seymour JF, et al. Blood 2022; 140:839–850.
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Chronic Lymphocytic Leukemia

1. Kater A, et al. EHA 2023. Abstract S201 (Oral); 2. Seymour JF, et al. Blood 2022; 140:839–850.



Venetoclax-Rituximab in R/R CLL
MRD kinetics

Seymour JF et al, Blood, 2022



Venetoclax-Rituximab in R/R CLL
MRD kinetics

Seymour JF et al, Blood, 2022



Venetoclax-Rituximab in R/R CLL: impact of genomic complexity

Kater AP et al, JCO, 2020



Venetoclax-Rituximab in R/R CLL: impact of genomic complexity

Kater AP et al, JCO, 2020





• AE=Adverse Events. CLL=Chronic Lymphocytic Leukemia. IRR=Infusion-Related Reaction. 
• R=Rituximab. R/R=Relapsed/Refractory. TLS=Tumor Lysis Syndrome. Ven=Venetoclax.  

55%

8%
4% 5% 4% 3% 2% 2% 2%

12%

3% 1% 2% 0% 0% 0% 0% 1%

Neutropenia Anemia Pneumonia Thrombocytopenia Febrile neutropenia TLS IRR Hypergly cemia Hypogammaglobulinemia

Neutropenia Anemia Pneumonia Thrombo-
cytopenia

Febrile
neutropenia

TLS Hyperglycemia Hypogamma-
globulinemia

In
ci
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nc

e 
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)

IRR

Ven single-agentVenR
0 6 24

Treatment Period (Months)

Seymour JF, et al. Oral #355. 61st ASH Annual Meeting. 2019

Ven ramp-up and VenR combination period (n=194)

Ven single-agent period (n=171)

24

Grade 3–4 AEs during 
treatment, with ≥2% 
difference between arms, 
n (%)*,1

VenR combination 
treatment period 

(months 1–6)
N=194

Venetoclax single-
agent treatment 

period (months 7–24)
N=171

Neutropenia 106 (54.6) 20 (11.7)
Anemia 16 (8.2) 5 (2.9)
Thrombocytopenia 9 (4.6) 3 (1.8)
Febrile neutropenia 7 (3.6) 0
Pneumonia 8 (4.1) 2 (1.2)
TLS

Clinical TLS
6 (3.1)
1 (0.5)

0
0

Infusion-related reaction 4 (2.1) 0

Hyperglycemia 4 (2.1) 0

Hypogammaglobulinemia 3 (1.5) 1 (0.6)

MURANO trial: Grade ≥3 AEs with incidence of ≥2% over time



Infection rates in trials with venetoclax

Stligenbauer, Lancet Oncol 2016; Seymour NEJM 2018; Fischer K, NEJM 2019

• Common hematological toxicities, including grade 3 to 4 neutropenia, in ∼40% of patients receiving single-agent 
venetoclax

• Grade 3 to 4 neutropenia more frequent in combination with anti-CD20 antibodies

MURANO VR BR

Infections (gr 3 or more) 17,5% 21,5%

Neutropenia 57,7% 38,8%

Febrile neutropenia 3,6% 8,5%

Reporting time longer for 
Venetoclax +Obi

More neutropenia but less 
infections and febrile 
neutropenia

CLL14 Venetoclax + Obi CLB+ Obi

Infections (gr ≥3) 17,5 15

Febrile neutropenia 5,2 3,7

Pneumonia 4,2 3,7

R/R

TN



Venetoclax-Rituximab in R/R CLL: Impact of early discontinuation

Mato AR et al, Haematologica, 2022

• Median PFS for early discontinuation due to any reason except PD was 24.3 months, compared with 
52.3 for all patients in the VenR arm and not reached in patients who completed venetoclax
treatment. 

• Discontinuing treatment early (for any reason except PD) was significantly associated with shorter 
PFS (n=181; HR 5.98, 95% CI: 3.31–10.82; P<0.0001).



Venetoclax-Rituximab in R/R CLL: Impact of early discontinuation

Mato AR et al, Haematologica, 2022

• Treatment interruption for AE occurred in 134 of 194 (69%) patients, most commonly due to 
neutropenia (84 of 194; 43%), per protocol requirements.

• Treatment interruption had no impact on PFS or OS, regardless of duration.



Venetoclax-Rituximab in R/R CLL: Impact of early discontinuation

Mato AR et al, Haematologica, 2022

• Dose reductions were required by 45 of 194 (23%) patients, but had no significant impact on 
outcomes.



Outline

• Choice of therapy and pros/cons of continuous treatment versus fixed duration

• Focus on fixed duration Ven-R for CLL

• Re-treatment with BTKi or venetoclax after fixed duration therapy













• 46 patients with CLL previously exposed to venetoclax were re-treated with venetoclax

• In most cases (91.3%), Ven1 was administered in the relapsed and/or refractory setting.

• The median number of prior therapies was 2 (0-10), and 40.0% of patients had received a 
Bruton’s tyrosine kinase inhibitor (BTKi) prior to Ven1.

• Ven1 was commonly administered in combination with anti-CD20 antibody therapy 
(rituximab 47.8%; obinutuzumab 4.3%) or as monotherapy (37.0%).





At a median follow-up of 10 months (range 1-50 months), the 
median Ven2 PFS for the overall cohort was 25 months

For the subgroup of patients with BTKi exposure prior to 
Ven1 (n = 18), the ORR to Ven2 was 56.3% (n = 16 patients 
with available response assessments) and the median PFS 
was 15 months (median follow-up 8 months, n = 18 patients)
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Chronic Lymphocytic Leukemia

Kater A, et al. EHA 2023. Abstract S201 (Oral).
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Chronic Lymphocytic Leukemia

Kater A, et al. EHA 2023. Abstract S201 (Oral).



Thank you for your attention


