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Content in this report is drawn from the presentations made by the respective speakers during the CHC 2020 virtual stream on  
October 2, 2020. CLL content at CHC 2020 presented by: Dr. Michael Hallek, Dr. Graeme Fraser & Dr. Carolyn Owen.

WHERE ARE WE HEADED IN CLL?

This review looks at major advances and how they are shaping research efforts moving forward. 

• The integration of novel agents that target specific pathways in CLL have led to significant improvements in outcomes for our 
patients, shaping current front-line paradigms for: 

• Younger patients, with little comorbidity

• Mutations are driving the evolution of CLL progression and relapse

• Stopping clonal evolution of CLL needs to consider approaches that:

• Older patients, with relevant comorbidity (the majority)

Looking Forward:

• Potential future strategies to achieve long-term control of CLL are likely 

• “Sequential Triple T”- Tailored, Targeted, Total Eradication of MRD

• Optimal clinical trial design should address clonal evolution, with considered focus on cutting the stem or cutting the branch

• Next step will be comparing strategy 1 versus 2: CLL17: Obinutuzumab + Venetoclax vs Ibrutinib + Venetoclax vs Ibrutinib 
monotherapy (anticipated to open at the end of this year)

Click here to access the slides presented by Dr. Michael Hallek

1. Cut the stem: intensive front-line therapy to eradicate disease.  
Recent trials utilitizing this strategy:

• CLARITY (Rawstron et al., EHA 2020): 6 mos of  
Ibrutinib → Ibrutinib + Venetoclax (until 2x time to MRD-neg.)

• CAPTIVATE (Siddiqi et al., EHA 2020):  
Ibrutinib lead in → Ibrutinib+Venetoclax

• CLL2-GIVE (Huber et al. EHA 2020): Obinutuzumab, Ibrutinib,  
Venetoclax combination

• CLL2-BAG ((Cramer et al, Lancet Oncology 2018): Bendamustine followed by 
obinutuzumab and venetoclax

2. Cut the branches: Mitigating strategy. Less intensive upfront treatment 
(i.e. monotherapy) then watching and cutting branches as poor prognostic 
features pop up

2. Cut the branches

1. Cut the stem
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https://careeducation.ca/wp-content/uploads/2020/07/Where-are-we-Headed-in-CLL_Michael-Hallek_CHC20-CLL-1.pdf


FRONT LINE MANAGEMENT OF CLL

Click here to access the slides presented by Dr. Graeme Fraser

When treatment is indicated, selection of front line therapy (novel agents vs CIT) is determined by:

      1. Disease biology (TP53 status, IGHV mutational status)

      2. Patient factors (age, ‘fitness’, co-morbidities, concurrent meds)

      3. Patient goals/preferences (toxicity, indefinite vs time-limited treatment)

      4. Availability 

Looking Forward: 

• Indefinite BTKi vs time-limited combinations – well designed RCT’s may help determine optimal approach

• Evaluating MRD status as a predictive biomarker will be important 

• What is the best BTKi? Strategies that optimize toxicity and reduce the development of resistance are of interest

• Will public funding systems generalize novel agent trial results across traditional ‘fitness’ groups?

• Evaluation of data with respect to funding decisions may become increasingly challenging

Table. Previously Untreated CLL Suggested Treatment Approach: Ontario 2020
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https://careeducation.ca/wp-content/uploads/2020/07/Front-Line-Management-of-CLL_Graeme-Fraser_CHC20-CLL-1.pdf
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RELAPSE CLL IN 2020

Relapse CLL- how things have changed. There has been rapid evolution with novel targeted therapies that has revolutionized 
relapse CLL care. This section will provide an overview of available options and new data and insight on sequencing.  

Targeted options available today and the clinical trial data to support their use:

• Ibrutinib- Bruton’s tyrosine kinase inhibitor (BTKi) HC approved and used in this setting since 2014 

• Recent Data: Six-year follow up of RESONATE (ibrutinib monotherapy) for relapsed/refractory (r/r) CLL 6-year PFS and safety 
update (Byrd et al, Blood 2019; 133:2031)

• Acalabrutinib- Second generation BTKi, approved but not yet funded in Canada (pCODR recommendation is anticipated;  
16.1 month follow-up duration)

• Recent Data: ASCEND (Acalabrutinib vs Rituximab + Idelalisib or Bendamustine) in r/r CLL (Ghia et al. JCO 2020)

• Venetoclax + Rituximab (VenR)- B-cell leukemia/lymphoma-2 protein (Bcl-2) inhibitor therapy offering 2-year fixed duration 
approved since 2018

• Recent Data: Four-year follow-up of MURANO study for time limited VenR in r/r CLL (Seymour et al NEJM 2018; ASH 2019) 

Updates on Sequencing

• As of yet, there is no comparison between ibrutinib and VenR as second line therapy options.

• Data so far does not suggest a best sequence between BTKi’s (ibrutinib, acalabrutinib or other BTKi) and venetoclax. 

• Right now, this is largely based on patient and physician preference (i.e. experience, fixed vs. indefinite treatment duration, 
comfortability and/or resources available for managing drug administration, side effect profile, etc.) 

• Recent Data: Efficacy of Therapies Following Venetoclax Discontinuation in CLL- Focus on B-cell Receptor Signal 
Transduction Inhibitors and Cellular Therapies (Mato et al ASH 2019 a502) 
 

Results: Table. Response to subsequent therapies following venetoclax discontinuation



Click here to access the slides presented by Dr. Carolyn Owen

Takeaways: 

• Relapses happen after VenR but some patients can have time off therapy before needing a next treatment 

• Retreating with another BTKi if a patient has already failed one in a previous line of therapy is not effective and should not be used 

• Use of cellular therapies appear to be most effective option for these patients
 
 
Looking Forward: 

• Future strategies for relapse CLL therapy are expected to include:

• Combination therapies (ex. BTKi and BCL2i)

• Selective, non-covalent BTKi (ex. LOXO-305)

• CAR-T cells (ex. Liso-cel)

• Use of uMRD to direct treatment decisions in routine clinical practice

WESTERN CANADIAN  PERSPECT IVE :

The implementation of therapies at this time really depends on each province and its resources. Outpatient therapy is currently 
preferred, and the safety of that therapy given the resource limitation is of most importance. In patients for who cure is an option 
then cure should be considered. 

Molecular testing should be used to guide therapy and IGVH has become predictive and not just prognostic. These should be used 
in combination with FISH testing and P53 mutation testing.

Patient values should also be considered with time limited therapies as well. For patients with good (low) risk disease, time-limited 
therapy is an option whether it is chemotherapy in the front line, or VR in the second line setting. Considerations include resources 
for blood tests clinic appoints and in some cases in patient bed for the ramp of venetoclax. 

Another consideration is related to the use of monoclonal antibodies against CD20 with vaccinations for COVID 19 on the horizon. Will 
these patients respond? Will they become vulnerable post treatment? These are a reality when treating CLL in the current pandemic.

Global data suggests that CLL patients are more likely to acquire COVID 19. Patients receiving a BTKi may be protected due to the 
immune modulation from the BTKi.

So decisions for durability of response maybe negotiated for safety of the patient and available resources in provinces where the 
pandemic burden is high.

Dr. Versha Banerji, CancerCare Manitoba
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https://careeducation.ca/wp-content/uploads/2020/07/Relapse-CLL-in-2020_Carolyn-Owen_CHC20-CLL-1.pdf
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Faculty will be reviewing and updating the 
CARETM CLL Guidance (last updated in Dec 2019) 
  
Stay tuned for more information on 
navigating CLL care in 2021, including a more 
comprehensive review of available data on 
sequencing.  
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