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Participant flow 

Figure 1: Participant Flow 
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Baseline Characteristics 

Table 1: Baseline Characteristics 
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Outcome measures 

1. Primary: 

1. Proportion of patients with <0.01% MRD in the blood and bone marrow at Month 14 

2. Secondary: 

1. Proportion of patients with <0.01% MRD in the blood and bone marrow at Months 8, 26 and 

38 

2. Response rate by the International Workshop on Chronic Lymphocytic Leukaemia (IWCLL) 

criteria at Months 8, 14, 26 and 38 

3. Best response according to the IWCLL criteria at any point 

4. Progression-free survival (PFS) (defined as time from date of registration to date of 

progression) or death from any cause 

5. Overall survival (OS) (defined as time from date of registration to date of death from any 

cause) 

6. Toxicity of combination therapy (frequency, duration and severity of adverse events (AEs) 

and serious adverse events (SAEs)) 

7. Biological Response; including:  
a. The proportion of patients with >5%, 0.5-5%, <0.5% CLL cells in cell cycle (expressing 

Ki67) in the peripheral blood and bone marrow  at Months 8, 14, 26, and 38 

b. The proportion of patients with more than 50% reduction in BCL2 expression by CLL 

cells relative to baseline after 6, 12 and 24 months of ibrutinib plus venetoclax 

c. Change in the expression levels of CD10, CD103, CD11c, CD185, CD196, CD20, 

CD200, CD22, CD23, CD25, CD27, CD305, CD31, CD38, CD39, CD43, CD49d, CD5, 

CD79b, CD81, CD95, IgD, IgG, IgM or ROR1 on CLL cells relative to baseline by more 

than 50% and at least 500 arbitrary units in median fluorescence intensity. 

Exploratory: 
1. Change in phosphoprotein expression (including Akt, Syk, MAPK, ERK and Btk) in CLL cells 

with or without BCR-stimulation in the presence and absence of in vitro ibrutinib and Bcl-2 

protein expression.  

2. Investigation of the apoptotic pathway, including BAX expression 

3. Depletion of MRD below 10-5 and 10-6 using high sensitivity flow cytometry and high-

throughput sequencing 

4. Mechanisms of resistance: analysis of acquired mutations in patients developing resistant 

disease. Additional mechanisms of resistance are likely to be reported over time and 

therefore this will be a retrospective analysis.  

5. Epigenetic alterations: chromatin Immunoprecipitation experiments will be performed 

on selected cases
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Results 

1. Primary outcome: 
1.1. Proportion of patients with <0.01% MRD in the blood and bone marrow at Month 14 

2. Secondary outcomes:  
2.1. Proportion of patients with <0.01% MRD in the blood and bone marrow at Months 8, 26 and 38 

Table 2: MRD responses at months 8, 14, 26 and 38 

 
The bold text outlines the number of patients in each category, and the italic text gives a breakdown of how that classification was reached.  



CLARITY  Basic Results Summary ISCRTN13751862 

ISRCTN13751862 6 of 18 v1.0_03-Jan-2024 
 
 

2.2. Response rate by the International Workshop on Chronic Lymphocytic Leukaemia (IWCLL) criteria at Months 8, 14, 26 and 38 

Table 3: Summary of responses at month 8, 14, 26 and 38 

 

 

2.3. Best response according to the IWCLL criteria at any point 

Table 4: Best response according to the IWCLL criteria at any point 
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2.4. Progression-free survival (PFS) (defined as time from date of registration to date of 

progression) or death from any cause 

 

Figure 2: Progression Free Survival (PFS) 
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2.5. Overall survival (OS) (defined as time from date of registration to date of death from any 

cause) 

Figure 3: Overall Survival (OS) 

 

 

 
 

Table 5: Summary of causes of death 
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2.6. Toxicity of combination therapy (frequency, duration and severity of adverse events (AEs) 

and serious adverse events (SAEs)) 

 

A total of 1081 AEs were experienced by 53 patients 

Table 6: Summary of AEs per patient 

 

For the purposes of the table above, a haematological AE is defined as the patient experiencing at least one of: 

anemia, platelet count decreased, febrile neutropenia, neutrophil count decreased. Any other term is 

considered a non-haematological AE. 

Further details on proportion of AEs and severity are shown in the figures below.  A summary of AE terms can 

be found in the ‘Adverse Events’ section of this document. 
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Figure 4: Breakdown of toxicities occurring in at least 5% of patients: number of events reported;  

 
Figure 5: Breakdown of toxicities occurring in at least 5% of patients: proportion of patients, according to the 

maximum grade experienced 
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Figure 6: Breakdown of all potentially related toxicities 

 
 
Figure 7: Breakdown potentially related toxicities: proportion of patients, according to the maximum grade 

experienced  

 

A total of 48 serious adverse events (SAEs) were reported in 26 patients. 
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Table 7: Summary of reported Serious Adverse Events 

 
  SAR = Serious Adverse Reaction, SUSAR = Suspected Unexpected SAR 

 

Table 8: Summary of grades in reported Serious Adverse Events 

 
 

2.7. Biological Response (and Exploratory Outcomes) 

In the exploratory analysis, several samples were analysed at baseline, pre-initiation of venetoclax 

and after venetoclax escalation. The results of these analysis were severely limited by the fact that 

the combination resulted in very deep clinical and minimal residual disease responses. The changes 

in cell surface expression, phosphorylation of intracellular kinases and apoptotic machinery pathway 

were analysed but no further scientific information could be inferred. This data is not further 

elaborated in the CSR. 
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Adverse Events 

Table 9: Adverse Event Toxicities 
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Serious Adverse Events 

Table 10: Serious Adverse Event Toxicities 

 

 

Note: Data are # occurrences (# patients affected) NF= Non fatal /text life-threatening 

 

 

 


