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The introduction of targeted therapy has revolutionized the treatment of many 
hematological disorders.  

Significant improvements in survival seen in clinical trials have resulted in approvals and 
funding based on Phase 3 data. In 2019, long-term data from these trials were presented.

Members of the CARE™ Faculty spoke with global experts Dr. Susan O'Brien (UC Irvine 
Health, University of California, USA) and Dr. Simon Rule (Derriford Hospital, University 
of Plymouth, England) to discuss the impact and application of long-term data in CLL 
and MCL paradigms. CARE™ Canadian Perspectives on CLL provided by Dr. Peter Anglin 
(CARE™ Hematology Faculty Lead, Stronach Regional Cancer Centre, Canada).  

While CARE™ Education content is typically framed from a Canadian perspective, this 
series provides insights from global leaders. Content is presented in the format with 
which it was discussed and is a paraphrase of interview dialogue.
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This issue of the CARE Global Interview Series includes questions and content on:

u  Management Considerations in Front-Line and Relapse Refractory 

• The Impact of Long-Term Data

• Sequencing Considerations 

• Relapse after Chemoimmunotherapy (CIT) 

u   Factors for Treatment Decisions

• Age, Fitness, and Mutation Status 

u    Long-term Therapy and Adherence 

• Monitoring and Avoiding Discontinuation
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01How impactful is the long-term data in front-line CLL and how 
has it shaped the way you treat patients?

MANAGEMENT CONSIDERATIONS IN FRONT-LINE AND  
RELAPSE REFRACTORY   The Impact of Long-Term Data

 For ibrutinib, in the relapsed/refractory setting we have 7 years of follow-up from the original Phase 2 trial1 and 
in the 1L setting, RESONATE-2 now provides 5 years of LT data for ibrutinib.2

As chemoimmunotherapy (CIT) has been available for some time, it is no surprise that there is long term data 
for this modality. There is also up to 8 years of long term data for ibrutinib in both the 1L and R/R settings. It 
is important to have long-term (LT) data as it gives us insight into what we can expect for patients staying on 
therapy over the long-term.

The follow-up to RESONATE-2 was very impressive because after 5 years the median progression free survival 
(PFS) had not been reached, and the PFS at the 5 year mark was 70%. Over two thirds of patients were still in 
remission after 5 years which is indicative of very durable responses.2 

Figure 1. RESONATE-2: PFS with single agent ibrutinib versus chlorambucil in first-line CLL/SLL2  
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We have recently seen data comparing ibrutinib to either FCR or BR, two regimens that are standard options 
for CLL and are more aggressive and effective than the chlorambucil that was used as the comparator in the 
RESONATE-2 trial. 

What was observed in both of these large intergroup trials was that ibrutinib produced longer PFS and OS than 
FCR in the ECOG Study and longer PFS than BR in the ALLIANCE trial.3,4
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Figure 2. ECOG trial: PFS by IGHV status3

Figure 3. ALLIANCE trial - PFS in the Eligible Patient Population4 

There are three publications focused on FCR: one from the German group (CLL8)5, one from the Italian group6, and one from the 
group at the MD Anderson. The MD Anderson study has the longest FCR data as the regimen was first developed at that centre.7 

In the MD Anderson data, there appears to be a plateau on the PFS curve at 10-16 years, however, this plateau is limited to a 
subset of patients who have an IGHV mutation.7
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Long-term data (LTD) can be used to direct treatment decisions and provides insight on what we can expect with patients on 
treatment long-term. For example, in a young, fit population, with a mutated IGHV (admittedly a small population in CLL as 
the median age of diagnosis is about 71) I may still consider using FCR with the hope that it is a curative strategy in that patient 
population.

Figure 4. MD Anderson Cancer Center long-term FCR data - PFS and OS in total cohort (A), PFS by mutation status 
(B), PFS by mutation status and baseline B2M (C), six-month landmark PFS by mutational status and achievement of 
MRD-negativity (D)7
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FCR has been around for many years with long term follow-up reported from several institutions. The 
MD Anderson data (shown above) has the longest follow-up with a PFS at 15 years of approximately 
60% in the mutated population. It should be noted that mutated CLL patients make up approximately 
40% of those requiring treatment. Acknowledging a small but real risk of MDS/AML, FCR remains a 
viable frontline option for appropriate patients and can offer long term disease control with a finite 
treatment duration.
 
With the exception of the RESONATE-2 trial (ibrutinib vs chlorambucil, PFS and OS advantage), novel 
agents have shown improved PFS but no OS benefit when compared to chemoimmunotherapy in 
older patients with comorbidities; this being a more common patient population than the FCR group. 
While ELEVATE (Acala Obin / Acala / Chl Obin) and CLL14 (Ven Obin / Chl Obin) have less follow-up (FU), 
ILLUMINATE (Ib Obin / Chl Obin) offers longer FU and a practical comparator relevant to the Canadian 
environment. Again, in low risk patients no clear OS benefit is provided. 
 
The option of oral therapy alone remains attractive to many patients (despite the duration of such 
therapy) and, as a result, ibrutinib should be available as a front-line option for all patients. In the 
current Canadian funding environment, access in low-risk patients may remain challenging. Front 
line ibrutinib trials have matured and clinician comfort with ibrutinib has grown over time. Ibrutinib 
now has a well understood side effect profile that can be managed effectively in the majority of 
circumstances.  
  
For high-risk CLL patients in Canada (including TP53 mutated, 17p del, and unmutated IGVH) ibrutinib 
has been the treatment of choice and has been funded for this indication in most jurisdictions. It 
remains unclear how much the addition of the CD20 monoclonal antibodies to ibrutinib improve PFS 
and OS. 

CARETM Canadian Perspective
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The option of oral therapy alone remains attractive to many
patients (despite the duration of such therapy) and, as a result ,

ibrutinib should be available as a f ront-line option for all  patients.

— Dr. Peter Anglin 



We now have the option of using ibrutinib before venetoclax or vice versa in the front-line and relapsed/
refractory settings. Additionally, we have good data supporting the concept that venetoclax treatment works 
well in patients that develop ibrutinib resistance.8

In addition to looking at data to inform sequencing, patient preference with time-limited versus indefinite 
treatment is a factor. For example, older patients who are already taking indefinite therapy to treat 
comorbidities may be more comfortable/familiar with the concept of indefinite treatment.
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02What’s your perspective on the latest data on sequencing BTK 
inhibitors in the front-line setting?

MANAGEMENT CONSIDERATIONS IN FRONT-LINE AND  
RELAPSE REFRACTORY   Sequencing Considerations 

.. .we have good data supporting the concept that venetoclax 
treatment works well in patients that develop  

ibrutinib resistance.8



    

At this time in Canada, ibrutinib is funded in most jurisdictions for front-line therapy in high risk 
patients (TP53 mut, 17p del, unmutated IGHV). There is a comfort level amongst most clinicians with 
ibrutinib given the cumulative data of several trials. RESONATE-2 has demonstrated a 70% PFS at 5 
years. There are several upfront trials with ibrutinib combinations showing results consistent or better 
than RESONATE including ALLIANCE (I +/- R), ECOG (IR) and ILLUMINATE (I + Obin). Venetoclax has 
been available in Canada for almost 3 years and has been used almost exclusively in ibrutinib failures 
or ibrutinib intolerance. Response rates are predictable in this setting (in the 70% range).  

CLL14 now shows time-limited therapy with Ven +Obin (1 year) can lead to excellent clinical outcomes 
and is well tolerated.  While in high-risk patients there are clear benefits for PFS with Ven + Obin, in 
low risk-patients the Chl + Obin arms perform comparably to the Ven + Obin arms. Based on these 
data and a lack of OS in lower risk patients, funding for Ven +Obin in low risk patients in Canada will be 
a challenge.  

Ven + Obin in high risk patients offers a finite treatment option versus oral ibrutinib. However the 
cumulative data behind ibrutinib up-front therapy is substantial. Individual patient preferences and 
patient specific comorbidities will likely discern which therapy will be given first. Pharmacoeconomic 
endpoints may dictate funding. While still early, there is evolving data that suggests that ibrutinib 
after Venetoclax can capture patients with high response rates. 

CARETM Canadian Perspective
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— Dr. Peter Anglin



What I believe was previously lacking was data on treating with ibrutinib after venetoclax resistance. 

Most of the venetoclax trials to date were performed in Australia and Asia at a time when ibrutinib wasn’t 
available.  

Since patients in these clinical trials would never have received ibrutinib, a question that arises would be: What 
happens if they receive ibrutinib after venetoclax?

Dr. Anthony Mato (Memorial Sloan Kettering Cancer Centre) presented data based on his own real-world 
experience, wherein a number of academic centres pooled their data for CLL patients treated outside of clinical 
trials. Dr. Mato looked at sequencing in these individuals and suggested that select patients who had relapsed 
on venetoclax still had good response to ibrutinib.9   

An update of this data was presented at ASH 2019, in this update 44 patients had progressed on venetoclax 
and gone on to receive ibrutinib - the overall response rate (ORR) for this real-world cohort was 84%. Dr. Mato’s 
update at ASH 2019 didn’t offer very much data on durability because the data was varied.  On the other hand, 
it was very comforting to see an 84% ORR.10  

Another study presented at ASH 2019 was a multicenter group investigation headed by Dr. Jennifer Brown (Dana-
Farber Cancer Institute), looking at the ability to respond to ibrutinib after venetoclax. Both studies displayed 
a good response rate, (Dr. Brown’s study ORR to ibrutinib was 56%)11 however Dr. Brown’s study had a smaller 
group of patients in comparison to Dr. Mato’s study.    

The implications of the emerging data, including the updates from Dr. Mato and Dr. Brown at ASH 2019 suggest 
that patients can go from ibrutinib to venetoclax or from venetoclax to ibrutinib, although, numbers are still small 
and the body of evidence is still much greater for patients going from ibrutinib to venetoclax. Lack of data likely 
motivated physicians to choose ibrutinib upfront knowing that they could salvage patients with venetoclax and 
knowing they had limited data on the reverse sequence.   

Now that data on switching from venetoclax to ibrutinib is emergin, and recognizing that numbers are still small, 
it likely allows more flexibility of choice, however I don’t believe that physicians are currently in a position to say 
that one sequence is better than the other. 

03When a patient relapses after receiving CIT in front-line CLL, what 
factors do you consider to be the most important when choosing 
your next treatment option?

MANAGEMENT CONSIDERATIONS IN FRONT-LINE AND  
RELAPSE REFRACTORY   Relapse after Chemoimmunotherapy (CIT) 

The implications of the emerging data, including the updates f rom  

Dr. Mato and Dr. Brown at ASH 2019 suggest that patients can go f rom 

ibrutinib to venetoclax or f rom venetoclax to ibrutinib, although, this 

data was missing until  recently.
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Decision making depends on a number of factors. In terms of prognostic factors, the main consideration 
would be mutated versus unmutated IGHV, however, the first thing that should always be considered 
regardless of age is FISH (fluorescence in situ hybridization). 

For example, in patients with a 17p deletion or TP53 mutation, the IGHV mutation status does not matter 
because those patients have poor outcomes with chemotherapy and should never be treated with that 
strategy. In this type of patient, we have the choice of ibrutinib. In the US, we also have the choice of venetoclax 
plus obinutuzumab (FDA approved May 2019, not yet approved in Canada). 

Since I still consider a subset of patients for FCR, I account for age and fitness. It is clear that an older patient 
population would have a hard time tolerating that chemotherapy.

Another factor to consider is that ibrutinib is continuous therapy whereas chemotherapy regimens like FCR 
or BR (BR is more commonly used in older patients because of tolerability) are a finite therapy over the 
course of 6 months. 

We know that venetoclax plus obinutuzumab is a time-limited therapy as it was given for one year in the 
clinical trial that led to the approval (CLL14) and then therapy was stopped.12 In the U.S. (prior to this year, 
2020) if you wanted a time-limited therapy the only option was chemotherapy, however this is no longer the 
case in as U.S. physicians now have the option of venetoclax plus obinutuzumab. 

The approval of venetoclax plus obinutuzumab makes discussions with patients a little bit longer and a little 
bit more complex as U.S. physicians now essentially have three therapy options: chemotherapy, ibrutinib-
based therapy or venetoclax-based therapy. 

04What are the most important factors you consider when 
making a treatment decision? Do your decisions differ based 
on age? Fitness? Mutation status?

FACTORS FOR TREATMENT DECISIONS  Age, Fitness, and Mutation Status

In terms of prognostic factors, the main consideration would be 

mutated versus unmutated IGHV, however, the f irst thing that should 

always be considered, regardless of age is FISH  

(fluorescence in situ hybridization).

    THE IMPACT OF LONG-TERM DATA: CLL    PAGE  8



    

What factors influence treatment decisions in R/R setting (post-chemoimmunotherapy):

Post-CIT in 2020, the next line of therapy will involve a “novel” agent (this being an ibrutinib or venetoclax 
based regimen). Up to now, public funding had supported only ibrutinib monotherapy after failure of 
CIT. 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. 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 IGHV). The 
decision to go with venetoclax-based vs ibrutinib-based therapy will depend on patient preference 
(finite vs continuous therapy), patient comorbidities, and physician comfort with the regimen. Other 
considerations include:  

• 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. 

• In the absence of MRD testing there may be some discomfort discontinuing therapy in venetoclax 
patients, particularly in the high-risk setting.

• Physicians have experience with long-term ibrutinib use.

CARETM Canadian Perspective (Questions 3 and 4)
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— Dr. Peter Anglin



It is known that there are challenges with adherence to oral medication in the cancer community. Physicians learned 
that with the advent of TKis (tyrosine kinase inhibitors) for the treatment of CML (chronic myeloid leukemia). 

In my experience with ibrutinib, vigilance is key in the beginning. Many of the minor but ‘annoying’ side effects that 
one can experience with ibrutinib like diarrhea, rash, mouths sores, cramps in the hands or feet (nothing that is grade 
3 or 4) can be distressing to patients who could potentially be on this therapy for years. 

Support in the beginning of a patient’s time taking a certain therapy can help reinforce the fact that in the vast 
majority of cases the ‘annoying’ side effects are going to improve or go away (supported by G. Follows et al. ICML 2017, 
poster p241 and L. Ysebaert et al. iwCLL 2019). If patients are able to envision that these side effects are not going to 
be with them for years they are much more likely to adhere to therapy and not discontinue. 

I will see patients relatively frequently in the beginning stages of them taking ibrutinib because I know that will 
help prevent them from discontinuing what I consider to be a very effective therapy. 

Regarding venetoclax treatment, neutropenia should be monitored closely, especially near the beginning of  
starting treatment. 

You have to periodically monitor the neutrophil count with venetoclax treatment - more so than with ibrutinib where 
I believe neutropenia is much less common. 

Causes for discontinuation or even self-dose-reduction can include side effects, financial considerations, and 
psychological factors such as the concept that each time a patient takes a certain therapy they are reminded that 
they have cancer. 

If patients are non-compliant to cancer treatment, then the reasons for their non-compliance is likely different for 
each individual. Physicians can help improve compliance by identifying and addressing these issues as early in the 
treatment course as possible.

05What are the most important considerations when it comes to 
monitoring patients on continuous therapy long-term?

LONG-TERM THERAPY AND ADHERENCE   Monitoring and Avoiding Discontinuation 

I will  see patients relatively f requently in the beginning stages of them 

taking ibrutinib because I know that will  help prevent them f rom 

discontinuing what I consider to be a very effective therapy.
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CARETM Canadian Perspective

How common is discontinuation of long-term therapy for CLL?

What strategies can Canadians employ to improve long-term adherence? 

Discontinuation rates for ibrutinib in the literature have been as high as 50%. It is important 
that patients stay on therapy when possible to maximize the LT benefits that ibrutinib can offer.  
Presently, rates of discontinuation are not near that. Firstly, patients are being treated with 
ibrutinib in earlier lines of therapy. In Canada front-line ibrutinib (for high risk disease which is 
funded by most public payers) is certainly better tolerated, as patients are generally of better 
performance status. Physicians are also much more familiar with ibrutinib and its side effect 
profile allowing for effective and proactive symptom management.  

Up until the present, venetoclax has been largely used as monotherapy after ibrutinib in the 
Canadian environment. Apart from the initial neutropenia venetoclax is a drug that can be quite 
well tolerated. Tumour lysis syndrome (TLS) protocols with ramping up of dose have largely 
eliminated cases of clinically important TLS. In the Canadian experience, relapse from resistant 
disease is the greater challenge. We anticipate this challenge being lessened as we start 
incorporating venetoclax-based therapy into first- and second-lines for CLL. 

Long-term adherence can be supported by initial frequent, and fulsome patient assessment, 
education, and support. With proactive monitoring and patient support, most patients will be 
able to continue their oral continuous therapy whether it be ibrutinib-based or venetoclax-based.
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CARE™ GLOBAL INTERVIEW SERIES 
THE IMPACT OF LONG-TERM DATA: MCL

DR. SIMON RULE 

University of Plymouth - Plymouth, England

University Hospitals Plymouth

Consultant Hematologist

Recent MCL data releases and updates have prompted members of the CARE™ 
Faculty to discuss how these new insights on MCL management have affected the 
practice of international KOLs.  The CARE™ Faculty recently spoke with MCL expert, 
Dr. Simon Rule (University of Plymouth, Department of Hematology, Derriford 
Hospital - Plymouth, England) to gain insight on how MCL updates have impacted 
his clinical practice.  

This Issue of the CARE™ Global Interview Series includes content on:  

• The Impact of Long-Term Data in R/R MCL

• Factors that Impact R/R MCL Treatment Decisions

• The 7.5 Year Pooled Analysis of Ibrutinib in R/R MCL

TM
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01

Patients with 1 Prior LOT (n=99)  
POD24 (n=43)                POD≥24 (n=56)

PFS, median (95% CI), months 13.8 (4.3-24.2) 57.5 (31.1-NE)

DOR, median (95% CI), monthsa 22.1 (10.6-35.6) NE (33.1-NE) 

TREATMENT CONSIDERATIONS FOR MCL  The Impact of Long-Term Data in R/R MCL

Long-term data with ibrutinib in R/R MCL is impactful on the MCL management landscape, however it does not have 
a drastic impact on my personal practice as I have been using BTK inhibitors to treat MCL for years.

What select studies have highlighted (like the MCL pooled analysis presented at ASH 20191), is the duration of response 
to ibrutinib in comparison to the duration of response to the prior line(s) of therapy.

A patient experiences a lesser and lesser response to chemotherapy each time chemotherapy is used in mantle cell 
lymphoma (MCL). The first treatment is the best with quality and duration of response lessening with subsequent 
lines - something that has been known to clinicians for years.

What has been shown with ibrutinib (in the R/R MCL pooled analysis presented at ASH 2019, with up to 7.5 years of 
follow-up data) is that in half the patients, the duration of response to ibrutinib was longer than their prior therapy1 

which is a contrast to what is typically experienced with chemotherapy.

Table 1. 7.5 year pooled analysis of R/R MCL - outcomes with ibrutinib patients 
with 1 prior LOT by front-line POD status.1

Figure 1. 7.5 year pooled analysis of R/R MCL - PFS with ibrutinib versus 
estimated front-line PFS.1

How impactful is the updated long-term data with ibrutinib in R/R 
MCL and how has it shaped the way you treat your patients?

*28 and 49 patients evaluable for DOR in the POD24 and POD≥24 subgroups, respectively.

Patients with 1 prior LOT  
(n=99)

<70 years (n=55)

≥70 years (n=44)

Patients with POD24 
(n=43)

Patients with PO ≥24 
(n=56)

27.2
25.4

30.0
31.1

22.8
20.0

14.0
13.8

42.2

0 10 20
Median PFS (months)

Estimated PFS with prior regimen PFS with ibrutinib

30 40 50 60

57.5
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02For your R/R MCL patients, what factors do you consider when 
making treatment decisions?

While many clinicians’ first thought is to consider a patient’s ability to participate in clinical trials, the following is 
based on situations outside of the context of clinical trials.

At first relapse, I personally use a BTK inhibitor in all my MCL patients, irrespective of their baseline characteristics, 
age or comorbidities.

In the United Kingdom (UK), clinicians only have access to ibrutinib, whereas in the US and Canada, clinicians have 
access to both ibrutinib and acalabrutinib (zanubrutinib, a second generation BTK inhibitor, is also available in the 
US but not in Canada or the UK).

The “challenge” is really no longer what to do at first relapse, as the answer is clear - use a BTK inhibitor. The main 
“challenge” now is what to do after the BTK inhibitor - that is where the landscape has shifted.

Currently, there is no definitive solution for managing MCL after giving a BTK inhibitor at first relapse.

An MCL study group from the UK and Italy that I am a part of is slated to publish data on a series of MCL patients 
treated with R-BAC (rituximab + bendamustine + cytarabine). These data are from 20 centers across the UK and 
Italy - the results of which were a post from ASH 2019 and demonstrated a very high response rate (ORR to R-BAC 
after ibrutinib was 82.3%).2

Novel agents, like venetoclax and lenalidomide do not work very well post-BTK, and there is an unmet need in 
this setting (collected data suggests an ORR of 20%-48% with novel agents and a short PFS).3 Notably, CAR T-cell 
therapy could be efficacious in this setting in young and fit patients (e.g. the ZUMA-2 trial).4

My approach to treating relapsed refractory MCL is to use a BTK inhibitor. In a young/fit patient (which is the minority) 
use the BTK therapy as a bridge to an allogeneic stem cell transplant (allo-SCT). In an elderly patient, use a BTK 
inhibitor, and wait until progression, then weigh the remaining therapeutic options based on the patient’s age, 
fitness and other factors.

Additionally, patients who derived the most benefit from ibrutinib are the same patients who derived the 
most benefit from chemotherapy.1 

If a clinician gives chemotherapy and gets a very durable response, they may be inclined to use it again 
and save ibrutinib for later lines. However, patients will not experience as good a response in this setting as 
compared to treatment with ibrutinib - at least a year in addition.1 For this reason ibrutinib should be used at 
first relapse in every situation. 

Personally, I have been adopting this strategy for years, and although it may not change the way I practice 
as an individual, it does re-enforce the point that patients should receive ibrutinib - even when they had a 
very good response to chemotherapy.

TREATMENT CONSIDERATIONS FOR MCL  Factors that Impact R/R MCL Treatment Decisions
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Figure 2. 7.5 year pooled analysis of R/R MCL - PFS with ibrutinib versus time to  
next treatment (TTNT) with prior regimen.1 

Although these benefits were demonstrated with ibrutinib, there is no reason to believe that other BTK inhibitors 
wouldn’t offer similar efficacy in MCL. Despite the fact that later generation BTK inhibitors do not yet have any long-
term follow-up data, they may have a role in the future of MCL management - what is being observed with ibrutinib 
is likely a class effect.  BTK inhibitors are unbelievably active drugs and are “game changers” in many ways.

TREATMENT CONSIDERATIONS FOR MCL  The 7.5 Year Pooled Analysis of Ibrutinib in R/R MCL 

03What are the key takeaways from the pooled analysis that you 
recently presented at ASH?

Key considerations include that patients can be on these drugs (like ibrutinib) for a long period of time - the follow-
up for these data points was up to 7.5 years.1 Patients can not only remain on a ibrutinib for a long period of time, 
but the therapy can also remain effective for that period of time.1

There is no emerging or unexpected long-term toxicity with this therapy. If a patient is going to experience side 
effects with ibrutinib then they will typically experience them early in the treatment course. If a patient is on ibrutinib 
long-term, there is very little threat of developing of a secondary malignancy (no patients developed a secondary 
malignancy in this study).1

One of the main takeaways from this pooled analysis is what I was alluding to in my response to earlier questions - 
the patients that experienced the best response to chemotherapy are also the patients who experienced the best 
response to ibrutinib.1

When managing MCL, the benefits of ibrutinib will be better used at first relapse, versus using chemotherapy again.
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20/20 marks the 15th anniversary of CARETM. A number of new education programs along with retrospective reviews and 
forward looking statements by faculty to follow in the 1st half of 20/20. 

The reviews will be published throughout 20/20 on the CARETM Website.

Learn more at www.CAREeducation.ca
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