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The CLL treatment landscape is evolving in Canada.  Recent data, funding/drug approval updates, and integration of novel agents 
have made clinical decisions more complex. To provide context and guidance on how to navigate some of the challenges that 
specialists face in routine practice, CARE™ Faculty are developing a series of case study discussions. 

The first issue in the series (Issue 1 - Parts 1 & 2) explored identification and management of relapse after BTK inhibition. These 
publications are available for download on the www.CAREeducation.ca website. 

This issue focuses on management of relapse after up-front chemoimmunotherapy. Profile and discussion content follows. 
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INTRODUCTION

In 2018 his WBC began to rise. In Oct 2019 Hb 114, WBC 36, 
lymphs 29, plats 104 with fatigue noted. Again generalized 
low volume adenopathy was appreciated with a more 
prominent 4cm R axillary mass. LFTs and LDH were 
normal. CrCl 50 ml/min. IGVH mutational studies showed 
unmutated status. TP53 was not mutated. A whole body PET 
scan showed low volume adenopathy with SUV max 3.2 in R 
axilla. A R axillary LN Bx showed SLL/CLL with no suggestion 
of transformation.

He is now 74 yo and retired. He still walks regularly and 
looks forward to further travel with his wife. He remains on 
atorvastatin, l-thyroxine, candesartan, and an occasional 
zopiclone for difficulty sleeping.

You have decided together that it is time to treat his CLL. 
Ibrutinib or  venetoclax + rituximab are the 2 options 
offered and discussed.

A 67 year old man was diagnosed with CLL in 2012. At that 
time he was well and active with Hb142, WBC 21, lymphs 16, 
plats 253. Physical exam was normal as was CXR and US. Flow 
cytometry on PB was consistent with B-CLL. He continued 
to run a small family business. Background medical 
history included hypertension, hypercholesterolemia, 
hypothyroidism and a resected Stage 2 colon cancer 6 years 
earlier with no evidence of recurrence. He was followed at 
6 month intervals.

In 2015 he developed generalized adenopathy and mild 
fatigue. Hb 110, WBC 66, lymphs 62, plats 88 with normal LFTs 
and CrCl 55 ml/min. FISH studies on PB were normal (neg del 
17p). IGVH mutational studies were not available at that time. 
He was treated with chlorambucil and obinutuzumab for 6 
cycles tolerating treatment well other than a Gd 2 infusion 
reaction with C1. Lymphadenopathy resolved and 3 months 
after therapy was completed Hb 136, WBC 8, lymphs 1.2, 
plats 134. He was followed at 6 month intervals.
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DISCUSSION

The need for retreatment in CLL relates to the rate of 
lymphocyte rise (lymphocyte doubling time) in addition to 
the clinical changes in the patient. Progressive adenopathy/ 
splenomegaly, worsening cytopenias, and the presence of 
constitutional symptoms all impact the decision to move to 
2nd line therapy. It remains important to rule out transformation 
where there is clinical suspicion. Biopsy of concerning areas can 
be best directed by clinical exam and/or PET scans although 
PET scanning would not be considered a “must” in all patients.

The selection of a novel treatment to use after chemo-
immunotherapy (CIT) in relapsed CLL may in part be determined 
by patient factors and preferences. These may include 
comorbidities, concurrent medications, toxicity concerns 
and a preference for finite therapy or avoidance of parenteral 
options. The optimal sequencing of therapies including the 
newer targeted agents is limited by a lack of direct head-to-
head comparisons among novel agents. Inherent disease 
biology and specifically IGVH mutational status, TP53 status 
and other genetic aberrations do not help discern, at least at 
this time, which of the novel agents is preferable in the relapse 
setting. Both ibrutinib and venetoclax have shown good activity 
in higher risk disease including unmutated IGVH and TP53 
mut/17p del disease.

Ibrutinib has an extensive experience being used in the 
relapsed CLL setting. The RESONATE trial looking at ibrutinib 
(vs ofatumumab) in the relapsed CLL setting now has 6 
years of follow-up with long term results very encouraging. 
Understanding 86% of this patient group was high risk by 
mutational studies for TP53/del 17p status the ORR of the ibrutinib 
arm was 91% with a median PFS of 44 months. Safety remained 
acceptable, with low rates of treatment discontinuation due 
to adverse events, and no new safety signals were observed 
over long-term therapy. A total of 37% of discontinuations from 
ibrutinib were due to disease progression, and 16% were due to 
adverse events. Concerns of atrial fibrillation, untoward bleeding 
or infection can be managed effectively for patients should they 
arise. Importantly 29% of patients remained on ibrutinib at 5 
years and OS was 67 months in the ibrutinib arm. A second BTKi 
is now becoming available in acalabrutinib with only a limited 
Canadian experience to this point.

Venetoclax and rituximab as per MURANO Trial offered 2 years 
of oral venetoclax with 6 monthly treatments of rituximab in the 
relapsed CLL setting. With a response rate of 92%, 4 year PFS of

57.3% and a 4 year OS of 85.3% this offers a very effective and 
well tolerated finite therapy with the opportunity of a treatment 
free period. The benefits were seen in several subgroup analyses 
including older patients and high risk disease. End of treatment 
MRD studies (at 24 months) are somewhat predictive of 
relapse with MRD negative patients (<10 -4), relapsing much 
less frequently than “low MRD” (10-2 – 10-4). This translated to 
11/83 relapses in MRD negative patients vs 9/23 relapses in low 
MRD patients after 22 months of being off therapy. MRD studies 
are not routinely available in the Canadian setting at this time. 
Clinicians have become more comfortable with managing the 
TLS risk as outpatients but there will be a group of patients who 
will require inpatient induction (admission) if deemed high risk 
for TLS (The next issue of this series will cover prevention and 
management of TLS- stay tuned). 

More recent data on ibrutinib responses following venetoclax 
suggest response rates up to 84%. In an ASH 2019 report from 
Dr. Anthony Mato (Memorial Sloan Kettering Centre) of 44 
patients treated in the real world setting (off trial) who had 
progressed on venetoclax ORR was 84% although the data on 
durability of response is lacking. A separate smaller study from 
Dr. Jennifer Brown (Dana-Farber Cancer Institute) found a 56% 
RR to ibrutinib after venetoclax.

We now have the option of ibrutinib single agent (possibly with 
a CD20 monoclonal antibody) or venetoclax with rituximab 
as per the MURANO clinical trial for patients with CLL relapse 
after CIT. It is unclear how much the CD20 monoclonal adds to 
ibrutinib in terms of PFS and OS. Both regimens demonstrate 
significant activity in high risk disease (del 17p and unmutated). 
The decision to go with venetoclax-based vs ibrutinb-based 
therapy will depend on patient preference (finite vs continuous 
therapy), patient comorbidities (bleeding or significant cardiac 
issues) and physician comfort with the regimen. Physicians have 
experience with long term ibrutinib use. Both regimens can be 
delivered to patients who are older, have some comorbidities, 
and are able to attend clinic with some regularity. Venetoclax 
as per MURANO gives patients the opportunity for a treatment 
free interval but admission may need to be considered for some 
patients up front and rituximab is administered for 6 months. 
In the absence of MRD testing there may be some discomfort 
discontinuing therapy in venetoclax patients particularly in the 
high risk setting.

In the preceding case, ibrutinib or venetoclax with rituximab 
would be a reasonable choice and would depend on patient 
preferences and physician comfort level.



The vision of the CARETM Faculty is to share opinions and update Canadian 
specialists and allied healthcare providers with news and developments 

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 CAREeducation.ca
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This CARE™ Patient Profile Series is part of CARE™’s extensive CLL education programming.  
Canadian clinicians are encouraged to visit www.CAREeducation.ca to access other recent CLL 
outputs, including:  

• CARE™ CLL Global Interview Series- series includes insights from Susan O'Brien (UC Irvine Health), 
Matthew Davids (Dana-Farber Cancer Institute), and Poalo Ghia (Università Vita-Salute San Raffaele) 

• CARE™ Conference Updates from the Winter Hematology Conference with supplemental  
CLL Management Considerations for Ontario Publication  

• CARE™ CLL Suggested Treatment Algorithm (with updates from iwCLL 2019 and ASH 2019) 

CARE™ Case Study and Global Interview Series covering topics within Multiple Myeloma, Non-
Hodgkin's Lymphoma, and Hodgkin's Lymphoma are in development! More on these to follow.


