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CHRONIC LYMPHOCYTIC LEUKEMIA (CLL) IN 2019
Members of the CARE™ Hematology Faculty held a working group meeting in conjunction with the CARE™ Winter Hematology 
Update on February 8th in Toronto. During this meeting, relevant news and data were considered in the area of chronic lymphocytic 
leukemia (CLL).

Direction for the meeting was informed by practice changing data from 2018 and access updates.

Topics of discussion included:

1. Evolving standards in front-line CLL.
2. Updates in R/R CLL.
3. Integration of prognostic testing in clinical practice.
4. Promising agents, combinations and trials to look out for in 2019.

What follows is a summary of select CARE™ Faculty discussions from the CARE™ CLL Working Group Meeting, along with 
guidance for managing CLL patients in Canada.

Physicians with an interest in CLL would also benefit from reviewing the NCCN (National Comprehensive Cancer Network) 
guidelines on Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma (CLL/SLL). NCCN Guidelines are available at: 
https://www.nccn.org/professionals/physician_gls/.

1.    EVOLVING STANDARDS IN FRONT-LINE CLL.

According to the ECOG E1912 trial updates, the ibrutinib plus 
rituximab combination (IR) displayed a PFS and OS advantage 
over FCR in younger, fit patients with previously untreated CLL. 

IR had a significantly superior PFS and OS over FCR (independent 
of age, sex, performance status, disease stage or presence/
absence of del(11q23)), in a CLL patient population that 
was suitable for FCR treatment (generally younger and fit). 

The hazard ratio for both PFS and OS favoured the IR arm (HR = 
0.352 and 0.168, respectively).  

• Those who manage CLL in Canada should consider the 
advantages of offering an ibrutinib-based regimen over the 
chemotherapy containing regimen FCR for young and fit 
patients (particularly for those who are IGHV unmutated). FCR 
is a treatment option that Canadian physicians can consider for 
the IGHV mutated population.

Results from the ALLIANCE A041202 trial suggest that ibrutinib 
(with or without rituximab) produces a PFS advantage over 
bendamustine plus rituximab (BR) in elderly (≥65 years old), CLL 
patients. 

The advantage of including versus not including rituximab 
requires further investigation, however the PFS advantage 
offered by ibrutinib in this elderly, CLL population is clear. 

Ibrutinib is approved for the management of untreated CLL in 
Canada but the IR combination has not (at time of publication) 
been Health Canada approved for the treatment of CLL. 

Treating elderly patients with ibrutinib is not without potential 
toxicity, however it should be noted that in the ALLIANCE A041202 
trial the rate of grade 3, 4 and 5 hematological adverse events was 
statistically higher in those treated with BR (61%) versus those 
treated with IR (39%) or ibrutinib monotherapy (41%).

• Canadians managing elderly CLL patients should consider the 
use of ibrutinib or IR, especially in those with unmutated IGHV 
(and those deemed unfit for FCR).
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2.    UPDATES IN RELAPSED/REFRACTORY CLL.

Results from the 36-month follow-up to the MURANO trial suggest 
that the VenR (venetoclax + rituximab) combination produced 
superior PFS and OS results to BR in a R/R CLL patient population 
with a median age of 65.

At a 3-year follow-up, VenR produced an estimated PFS rate of 71.4% 
while BR produced an estimated PFS of 15.2%. VenR also produced a 
3-year OS of 87.9% while BR produced an OS rate of 79.5%.

Of 130 patients who completed the 2 years of venetoclax (Ven) 
therapy without progressive disease (and remained off-therapy 
for a median of 9.9 months), 6 and 12 month PFS estimates (after 
these patients stopped Ven) were 92% and 87% respectfully. 

• Physicians in Canada who are managing relapsed/refractory 
CLL should take into account VenR’s efficacy in producing PFS 
and OS results versus BR, as well as the therapy’s potential QoL 
advantages due to its manageable toxicity and time-limited 
nature.

4.    PROMISING AGENTS, COMBINATIONS AND TRIALS TO   
        LOOK OUT FOR IN 2019.

Important CLL clinical trials are being conducted which could 
influence management in the future.

Although mechanisms of action like PI3K (phosphoinositide 3-kinase) 
inhibition have therapeutic potential in CLL, most of the activity in 
CLL research/trials is being driven by the classes of drugs that shifted 
the paradigm (like BTK inhibitors and BCL-2 inhibitors).

There is a North American Intergroup trial, investigating ibrutinib 
(continuous) + obinutuzumab (for 6 cycles) versus ibrutinib + 
obinutuzumab + venetoclax (for 18 months) which could be an option 
for CLL patients (to be enrolled) in 2019.

Second and third generation BTK and BCL-2 inhibitors are in pipeline, 
as are CAR T-cell therapies for CLL, but none are ready for “prime 
time” investigation.

• Canadian physicians with an interest in CLL should remain up 
to date on novel agents, combinations and trials coming in the 
near future to inform not only patient-physician discussions, but 
also treatment decisions.

Ibrutinib plus obinutuzumab (IG) demonstrated a PFS advantage 
over obinutuzumab plus chlorambucil (G-Clb) in the results of the 
iLLUMINATE (PCYC-1130) trial, which examined elderly (≥65 years 
old), or younger but unfit, CLL patients.

At a median follow-up of 31.3 months, IG significantly prolonged PFS 
compared with G-Clb, with a 77% reduction in risk of progression or 
death. PFS rates at 30 months were 79% and 31% with IG and G-Clb 
respectively.

Although adding ibrutinib to obinutuzumab could offer increased 
efficacy over G-Clb, the IG combination has not yet been approved 
for use by Health Canada and the benefit of adding obinutuzumab 
to ibrutinib is not clear in the iLLUMINATE study.

• Canadian physicians who manage elderly or co-morbid patients 
with CLL should consider the efficacy advantage provided with 
an ibrutinib-based therapy in this setting.

3.    INTEGRATION OF PROGNOSTIC TESTING IN CLINICAL 
        PRACTICE.

CLL management in Canada has been affected by increasing 
availability/use of certain prognostic tests like del 17p testing, TP53 
mutational status testing and IGHV mutational status testing which 
can be used to guide treatment.

Not only does 17p, IGHV and TP53 status guide treatment, but a 
patient is eligible to receive funded (reimbursed) ibrutinib in almost 
all Canadian provinces if they have a deletion in 17p or a TP53 
mutation. Numerous Canadian provinces, including Ontario, also 
recognize the benefit of using ibrutinib therapy for patients with 
unmutated IGHV (uIGHV).

Deletion 17p testing is a standard part of FISH testing which has 
become SoC across Canada - TP53 testing is not SoC.

• Those who manage CLL should administer 17p and TP53 
mutational status tests to their patients in order to guide 
treatment and potentially reduce associated treatment costs 
through public re-imbursement. It should be noted that at the 
time of publication, TP53 testing is not widely available, nor is 
it funded in Canada.
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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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