
 
 

INTRODUCTION

CLL is a rapidly evolving field. Recent drug approvals and updates in optimal management strategies have prompted the CARE™ Faculty to focus 

education efforts on practical application and impact on Canadian treatment paradigms.

Members of the CARE™ Faculty recently met at the International Workshop on CLL (iwCLL 2019, September 20th-23rd in Edinburgh, Scotland) to 

review the latest data and news. A review of key plenary themes from the iwCLL meeting has been provided by CARE™ Faculty who attended. It 

is meant to supplement content presented in CLL at the recent CHC National and CHC West meetings.

The CARE™ CHC 2019 Conference Report and presentations from the CHC West conference can be accessed at:  CAREeducation.ca/.

iwCLL 2019 PLENARY HIGHLIGHTS 
Provided by CARE™ Hematology Faculty member, Dr. Carolyn Owen (University of Calgary)

The 18th International Workshop on Chronic Lymphocytic Leukemia (iwCLL) biennial meeting was held in Edinburgh, UK in September 2019. The 

meeting took place over three days with the first day dedicated to translational research, the second day focusing on frontline therapy and the 

final day focused on relapsed-refractory CLL. Many internationally renowned CLL experts participated in the meeting which provided a good 

educational overview of current knowledge and some novel data.

Session highlights included: 

• The importance of TP53 mutation testing, including the prognostic and predictive value of minor clones was highlighted as well as the 

importance of the microenvironment to CLL cell survival and progression. Several other recurrent genetic variants were discussed but at 

present, the recommendation for genetic testing continues to include only aberrations in TP53 for routine clinical practice. 

• Updates and/or reviews of several recently completed frontline studies of novel agents compared against standard of care chemoimmunotherapy 

were also presented. 

         o   These studies continue to highlight the value of targeted therapies in terms of extending PFS and remission durations and the need for 

ongoing follow-up to clarify which patients may also benefit in terms of overall survival. 

• Several presentations highlighted the value of minimal residual disease (MRD) testing in terms of predicting PFS and OS with chemotherapy 

and venetoclax-based treatments. 

         o   These presentations highlight the need for Canadian centres to be prepared to start validating local MRD tests when these eventually 

are recommended for routine clinical practice.

• The value of novel agent combinations in patients with relapsed/refractory CLL was another theme with very impressive rates of MRD-negative 

remissions observed in patients treated with these combinations. 

         o   An important update of the 48 month median follow-up data from the MURANO clinical trial (comparing venetoclax + rituximab for 2 

years finite duration to bendamustine + rituximab for 6 cycles) was also presented demonstrating a median PFS not yet reached at this 

time point (estimated 4 PFS 57.3%). 

         o   This data is particularly valuable to Canada where venetoclax + rituximab is just beginning to be funded. 

• Finally, a number of presenters discussed their successes in terms of developing national databases of CLL patients to help better understand 

ethnic and regional differences in the disease and its outcomes.

News from iwCLL and ongoing discussion with CARE™ Faculty members warrants an update to the recently developed CARE™ CLL treatment 

algorithms (distributed this summer following the ASCO and EHA conferences).  The CARE™ CLL Treatment Guidance, including these 

updates can be found following the iwCLL plenary review that follows. 
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Members of the CARE™ Hematology Faculty met in working groups and subsequent adhoc sessions to consider key news from the CHC and iwCLL 

meeting(s) related to Chronic Lymphocytic Leukemia, specifically, how this information will affect the management of CLL. The goal of these CARE™ 

Faculty discussions was to review and discuss the current state of CLL care in Canada and update/supplement the recently developed CARE™ 

Treatment Guidance on CLL (including the CARE™ CLL Treatment Algorithms). What follows is the CARE™ Guidance on Upfront and Refractory 

CLL Management in Canada, including additional updates, context, and practical considerations as of October 2019. 

CARE™ Faculty Involved in initial development of this guidance: 
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CONSIDERATIONS FOR FRONTLINE CLL ALGORITHM

Supporting Studies 

Deletion in 17p/mutated TP53 

• Ibrutinib 

     o   PCYC1102/03 (NCT01105247)

>65-70 years old, or major comorbidities: 

• Ibrutinib 

     o   RESONATE 2 (NCT01722487)

     o   ALLIANCE A041202 (NCT01886872)

• BR 

     o   MaBLe (NCT01056510) 

• Chlorambucil + Obinutuzumab 

     o   CLL 11 trial (NCT01010061) 

VERSION 2.0

Clinical trials should be considered at all parts along patient pathway

Patients should be monitored for Richter syndrome (RS) throughout treatment

No

<65-70 years old, no major comorbidities, mutated IGHV: 

• FCR 

     o   MD Anderson Cancer Centre (MDACC) FCR-300 Study 
(NCT00759798) 

     o   German CLL Study Group (GCLLSD) CLL8 Study   
(NCT00281918) 

• Ibrutinib 

     o   ECOG-ACRIN, E1912 Study (NCT02048813) 

<65-70 years old, no major comorbidities, unmutated IGHV: 

• FCR 

     o   ECOG-ACRIN, E1912 Study (NCT02048813) 

UPDATED VERSION 2.0 - NOVEMBER 2019
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CONSIDERATIONS FOR FRONTLINE CLL ALGORITHM 
CONTINUED

Supplementary Notes to Front Line Algorithm:

>65-70 years old

• Little or no role for single agent chlorambucil except for very frail 

patients unable to tolerate any other therapy options.  

• Ibrutinib should be standard care for these patients. 

• CD20 Ab does not appear to add much to Ibrutinib.

<65-70 years old

Mutated patients should have full discussion of FCR vs Ibrutinib therapy 

that considers:

•  Finite vs continuous therapy.

     o   FCR is a time limited option that can be given for 3 months 

versus 6 months if MRD negativity demonstrated.  

• Side effect profiles.

• Long term 2nd malignancy rates with FCR.

• Long term PFS data of FCR out to 10 years approaching 69%.

Upfront Testing as Standard of Care: 

Canadian patients with CLL should undergo TP53 mutation testing 

at first presentation of CLL. Many Canadian treatment centres have 

access to genomic tests capable of identifying TP53 mutation status like 

Sanger sequencing and quantitative polymerase chain reaction (PCR) 

and centres without direct access to TP53 mutation information (e.g. 

select community hospitals or centres in areas of low population) should 

have the ability to order molecular tests.2 Increased availability of TP53 

mutation testing (now available in most Canadian centres) and next 

generation sequencing as a whole, is a representation of a move towards 

International Workshop on Chronic Lymphocytic Leukemia (iwCLL) 
criteria for initiating CLL treatment1:

At least 1 of the following criteria should be met: 

1. Evidence of progressive marrow failure as manifested by the 
development of, or worsening of, anemia and/or thrombocytopenia. 
Cutoff levels of Hb <10 g/dL or platelet counts <100 × 109/L are 
generally regarded as indication for treatment. However, in some 
patients, platelet counts <100 × 109/L may remain stable over a long 
period; this situation does not automatically require therapeutic 
intervention.

2. Massive (ie, ≥6 cm below the left costal margin) or progressive or 
symptomatic splenomegaly.

3. Massive nodes (ie, ≥10 cm in longest diameter) or progressive or 
symptomatic lymphadenopathy.

4. Progressive lymphocytosis with an increase of ≥50% over a 2-month 
period, or lymphocyte doubling time (LDT) <6 months. LDT can be 
obtained by linear regression extrapolation of absolute lymphocyte 
counts obtained at intervals of 2 weeks over an observation period 
of 2 to 3 months; patients with initial blood lymphocyte counts <30 × 
109/L may require a longer observation period to determine the LDT. 
Factors contributing to lymphocytosis other than CLL (eg, infections, 
steroid administration) should be excluded.

5. Autoimmune complications including anemia or thrombocytopenia 
poorly responsive to corticosteroids.

6. Symptomatic or functional extranodal involvement (eg, skin, kidney, 
lung, spine).

7. Disease-related symptoms as defined by any of the following:

a. Unintentional weight loss ≥10% within the previous 6 months.

b. Significant fatigue (ie, ECOG performance scale 2 or worse;      
cannot work or unable to perform usual activities).

c. Fevers ≥100.5°F or 38.0°C for 2 or more weeks without evidence 
of infection.

d. Night sweats for ≥1 month without evidence of infection.

Trial/Agents to Watch for:

The ELEVATE Trial

• Study of Obinutuzumab + Chlorambucil, Acalabrutinib (ACP-196) 
+ Obinutuzumab, and Acalabrutinib in Subjects With Previously 

Untreated CLL. (NCT02475681).

personalized medicine. The CARE™ CLL Treatment Algorithms utilize 

TP53 status (and the shift to personalized medicine in general) as a tool 

to inform optimal sequencing. Members of the CARE™ Faculty believe 

that TP53 status will become more accessible and more frequently 

implemented in the future in Canada.

Cytogenetic testing like interphase fluorescence in situ hybridization 

(FISH) can be used to identify cytogenetic abnormalities in CLL patients 

up to 80% of the time, including common CLL deletions, like a deletion 

in 11q (occurring in 10-32% of patients) and deletions in 17p (occurring 

in 3%-27% of patients)3.

The CARE™ CLL Treatment Algorithms include mutation testing 

pre-treatment to take advantage of the ability to individually tailor 

treatments with the understanding that most CLL physicians in Canada 

can access some form of cytogenetic test (based on CARE™ Faculty 

Archived Discussions from CARE™ WHU 2019).
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Progression on or Intolerance to BCRi

• Ven monotherapy 

     o   M14-032 (NCT02141282)

• VenR  

CONSIDERATIONS FOR RELAPSED/REFRACTORY CLL ALGORITHM

Supporting Studies for Relapsed/Refractory CLL:

Post chemoimmunotherapy

• Ibrutinib

     o   RESONATE (NCT01578707)

• Venetoclax + Rituximab 

     o   MURANO (NCT02005471)* 

Post Chemoimmunotherapy, post ibrutinib or post VenR

High-Risk Disease: 

• Allotransplant

     o   Donor SCT in High-Risk CLL (NCT01027000) 

• CAR T-cell Therapy

     o   CART 19 for Leukemia or Lymphoma, Resistant or Refractory to 
Chemotherapy (NCT01029366) 

• Idelalisib + Rituximab (if previously received VenR) 

     o   Idelalisib plus Rituximab for Previously Treated CLL (NCT01539512)

CARETM RELAPSED/REFRACTORY ALGORITHM

Progression on or 
intolerance to BCRi

Low-Risk Disease:
BR

FCR
Idelalisib + Rituximab

Venetoclax ± Rituximab

Assess biomarker status and treatment history before 
moving to relapse/refractory setting

Post-Chemoimmunotherapy

Ibrutinib Venetoclax ± Rituximab

High-Risk disease:
Allotransplant

CAR T-cell therapy
Clinical Trial

Idelalisib + Rituximab (if previously recieved VenR)

CARETM CLL TREATMENT GUIDANCE CONTINUED

Clinical trials should be considered at all parts along patient pathway

VERSION 2.0
NOVEMBER 2019

Patients should be monitored for Richter syndrome (RS) throughout treatment

*Updated 4-year MURANO results 
presented at iwCLL.  
 
See the iwCLL 2019 highlights on the first 
page for more trial details! 
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CONSIDERATIONS FOR RELAPSED/REFRACTORY CLL 
ALGORITHM CONTINUED

How to Use Venetoclax after Progression on BCRi?

• Continue ibrutinib at least until the day before venetoclax starts.

• If an aggressive relapse, consider overlap for a few weeks and/or 

consider a rapid dose escalation per published guidelines (start 20mg 

don’t skip doses, follow high-risk protocol).

• Add obinutuzumab or rituximab.

CARETM  Faculty are planning to meet at the upcoming ASH conference (December 2019) and in sessions during the first half of 2020 

to discuss further with the aim of providing additional guidance. 

 

*

Trial/Agents to Watch for:

The CLARITY Trial

• Venetoclax and Ibrutinib in Treating Patients With Chronic or Small 

Lymphocytic Leukemia. (NCT02756897.)

Cellular Therapy 

• For guidance on when to consider cellular therapy,  

see following page (page 6).

Summary: Relapsed CLL

• Choice of therapy depends on risk profile (del17p, IGHV), prior 

therapy and comorbidity profile.

• First novel agent in relapse setting could be ibrutinib or Ven±R. 

• Pl3Ks should only be considered if problematic comorbidities arise.

• For those who stop ibrutinib for AEs, there are broad options 

available but limited data.

• If a patient experiences progression during Ven±R (or Pl3Ki) therapy, 

try ibrutinib if patient is BTK naïve.

• If a patient progresses on ibrutinib, there is only prospective data 

on venetoclax use.  

• There are new, unmet needs in CLL management, including what to 

do after progression on a novel therapy. 

• What to do after a patient receives two novel agents is also a 

consideration as are the benefits and challenges of continuous versus 

finite therapy. 

Choice Between Ibrutinib and VenR Time Limited Therapy:

Choosing between ibrutinib and venetoclax will come down to patient 

preference, patient co-morbidity profile, long-term efficacy, safety and 

cost analyses. How clinicians prioritize new data that comes out, the 

centre’s policy, and regional differences on access make this complex.

Favours Ibrutinib:

• Longer follow-up data.

• High ORR with venetoclax after ibrutinib vs little data on the  

reverse.

• Intense early monitoring with venetoclax.

Favours VenR:

• High CR and undetectable MRD.

• Time-limited therapy, avoid selection pressure for resistance.

• Fewer long-term side effects.

• Patient preference.

• More cost effective

Identifying BCRi Failure:

Timely identification of BCRi failure is imperative to maximize patient 

outcomes as there are effective therapies available. 

Markers and signals that warrant close monitoring for BCRi failure 

include, but may not be limited to*: 

• Del 17p.

• Lymph node progression.

• Rising lymphocyte count. 

     o  There is ongoing debate about what lymphocyte level should 

trigger a switch in asymptomatic patients. The cutoffs used 

in some clinical trials do not reflect what is typically used in 

practice. 
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CARETM CLL TREATMENT GUIDANCE CONTINUED

Relevant Updates in Drug Access:

• Venetoclax monotherapy is now available through the Exceptional Access Program in Ontario for the treatment of relapsed or refractory CLL 
(as of May 2019). Venetoclax is under provincial consideration in other provinces5. The venetoclax + rituximab combination is under active 
review for exceptional access in Ontario (submitted January 4th 2019)6.

• Ibrutinib monotherapy is currently available through the Exceptional Access Program in Ontario for the treatment of CLL if a patient has 
received at least one prior therapy to treat CLL and the patient’s prescriber has deemed that it would be inappropriate for the patient to receive 
treatment or retreatment with a fludarabine-based regimen (as of January 2019). Ibrutinib is also funded in Ontario for patients with untreated 
CLL who present one of the following cytogenetic markers: chromosome 17p deletion, TP53 mutation or unmutated IGHV (as of December 28th 
2017). Funding for ibrutinib is available if certain criteria are met in all other Canadian provinces except for PEI (under provincial consideration)7. 

Richter Syndrome:

Richter syndrome (RS), also known as Richter transformation is defined as 

the transformation of CLL into an aggressive lymphoma, most commonly 

diffuse large B-cell lymphoma (DLBCL). RS occurs in approximately 

2% - 10% of CLL patients during the course of their disease, with a 

transformation rate of 0.5% - 1% per year. 

For patients who develop DLBCL that is clonally related to the original CLL 

(approximately 80% of RS cases), chemoimmunotherapy or allotransplant 

could be treatment options. DLBCL that is clonally unrelated to the original 

CLL (approximately 20% of RS cases) can be treated like de novo DLBCL.4

Management of Adverse Events:

A possibility associated with the use of potent molecules to treat CLL 

is the risk of adverse events (AEs). AEs should be managed by the 

physician, keeping in mind the patient’s treatment history, biomarker 

status, AE grade and AE type.  

Consider the following when managing a patient who has stopped 

treatment after an adverse event, without progressive disease:

• If treated for some time, patients may no longer meet criteria for needing 

therapy. In these instances, implement observation and recovery. 

CONSIDERATIONS FOR FRONT-LINE AND RELAPSED/
REFRACTORY CLL

When to Consider Cellular Therapy?8

Very High-Risk Disease: 

Biallelic TP53, CK, Started 

on first novel agent (BTK 

or BCL2)

Disease progression on 
BTK or BCL2 inhibitor

Disease progression 

on Pl3K

Start discussion if multiple prior tx, 
inadequate response

CAR T clinical trial
vs

AlloS CT

Start the alternative 
agent

{If CR or uMRD}

BTK or VEN

Observe closely 
until early PD

Adapted from Blood 2018 132:892-902
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• If stopped very early and treatment is still needed, consider age, 

comorbidities and prognostics. 

• If patient progressed on ibrutinib consider venetoclax ± an anti-

CD20, a Pl3K inhibitor or a more specific BTK inhibitor (e.g. off-

label use of acalabrutinib).

• If disease progresses soon after stopping ibrutinib treatment in 

a patient who is heavily pretreated or has high-risk genetics - 

favour venetoclax + a CD20 antibody.  

Treatment Duration:

Patients should be kept on treatment for the duration decided by the 

managing physician after considering all of the factors (biomarkers, 

treatment history etc.). The advantages and disadvantages of finite 

versus continuous therapy will likely be an important consideration 

for CLL treaters in the near future as venetoclax + rituximab has 

become the first, chemotherapy-free, fixed-duration (24 month) 

therapy available for CLL in Canada (September 2018).
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The CARETM (Community. Academic. Research. Education) Faculty is a  
Pan-Canadian group of leaders in their field who gather, discuss and address  

gaps in knowledge, to develop education initiatives that frame  
news from a Canadian perspective. 

The vision of the CARETM Faculty is to share opinions and update Canadian 
specialists with news and developments from key conferences  

framed in a Canadian perspective.

The mission of the CARETM Faculty is to enhance medical education,  
with the explicit goal of improving patient outcomes. 

Learn more at www.CAREeducation.ca
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