
TM
info@careeducation.ca

@wearecare www.facebook.com/weareCARE

www.CAREeducation.ca

CARE EducationCommunity Academic Research Education

CARE™ GLOBAL INTERVIEW SERIES

THE IMPACT 
OF DATA AND 
CLINICAL ISSUES 
ON FUTURE CLL 
PRACTICE
WITH DR. MATTHEW S. DAVIDS, MD, MMSc



Other CARE™ Global Interview Series Issues Include: 

Treatment Strategies for Chronic Lymphocytic Leukemia (CLL)
Dr. Susan O’Brien - UC Irvine Health, California, USA 

Management of Chronic Lymphocytic Leukemia (CLL) in the Current Landscape
Dr. Paulo Ghia (Università Vita-Salute San Raffaele, Milano, Italy) 

The Impact of Long-term Data: Chronic Lymphocytic Leukemia (CLL) and  
Mantle Cell Lymphoma (MCL)
Dr. Susan O’Brien - UC Irvine Health, California, USA

Dr. Simon Rule - University of Plymouth, Plymouth, England 

To view Issues of the CARE™ Global Interview Series and more,  
visit the CARE™ Website: www.CAREeducation.ca/publications

THIS CARE™ INTERVIEW IS PART OF A SERIES!

Canadian Perspectives provided by CARE™ Hematology Faculty Lead: 
Dr. Peter Anglin - Stronach Regional Cancer Centre, Newmarket, Canada



CARE™ GLOBAL INTERVIEW SERIES 
THE IMPACT OF DATA AND CLINICAL ISSUES 
ON FUTURE CLL PRACTICE

MATTHEW S. DAVIDS, MD, MMSc.
Associate Director, Dana-Farber Cancer Institute CLL Center

Assistant Professor of Medicine, Harvard Medical School

Recent advancements in the CLL treatment landscape have prompted members of the CARE™ 

Faculty to discuss how these developments could affect the practice of KOLs across the globe.  

CARE™ Faculty spoke with Dr. Matthew Davids to explore how recent data releases and emerging 

clinical considerations can impact CLL practice.

This is part of the CARE™ Global Interview series and features content on:

1. Front-line CLL

• BTK and BCL-2 Inhibitor Combination 

• AVO Regimen

TM

While CARE™ Content is typically framed from a Canadian Perspective, this series provides 

insights from global leaders. Content is presented in the format in which it was discussed and is 

a paraphrase of interview dialogue.

3. Clinical Considerations  

• Finite versus Continuous Treatment 

• BCRi Failure 

•  BCL-2 Inhibitor Resistance 

•  Richter’s Syndrome

2. Relapsed/Refractory CLL

• PI3K and BCL-2 Inhibitor Combination



01What trials/agents/combinations do you anticipate will make the 
biggest impact to standard front-line treatment paradigms in 2020?

FRONT-LINE CLL 

The most exciting concept from a small molecule standpoint is the combination of a BTK inhibitor 

with BCL2 inhibition. The CAPTIVATE study presented at ASH was interesting, with the all-oral regimen 

(ibrutinib plus venetoclax) demonstrating very deep remission, response and tolerability.1

BTK and BCL-2 Inhibitor Combination

Dr. Paul M. Barr presented at ASH 2019 on the triplet therapy of ublituximab, umbralisib (the U2 regimen) 

and venetoclax.3 The phase I/II study consisted of a relapsed population, with many having received 

ibrutinib, however they responded well to this triplet. Data is limited but has demonstrated good response 

and tolerability thus far. 

Data on duvelisib and venetoclax were also presented by Dr. Jennifer Crombie (Dana  Farber Cancer 

Institute) at ASH 2019. This is a one-year, all-oral regimen that demonstrated very good undetectable 

MRD rates with good tolerability.4 It is likely that for many years patients will still be receiving BTK 

inhibitor therapy in the front-line setting. It will be advantageous for patients to have multiple venetoclax 

treatment options available, whether it be an all oral regimen, antibody-based combination or a shorter 

duration treatment (if feasible). It will likely take time for practice-changing evidence to be released - 

these data are still maturing.

PI3K and BCL-2 Inhibitor Combination

The ~15-month (time-limited) AVO (acalabrutinib, venetoclax, obinutuzumab) regimen in the front-line 

(1L) setting was presented at ASH 2019 and demonstrated very deep remission and excellent tolerability.2 

It is too early to comment on durability however the results look promising so far.  

AVO Regimen 
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02What trials/agents/combinations do you anticipate will make the 
biggest impact to standard R/R treatment paradigms in 2020?

RELAPSED/REFRACTORY CLL 
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03What are your thoughts on finite versus continuous therapy  
for CLL patients? 

CLINICAL CONSIDERATIONS  

Generally, most people prefer finite therapy if it has durability. It is a bit early to know how durable the 

finite regimens that are being developed in the CLL space will be, as the follow-up from trials such as 

MURANO and CLL-14 is somewhat short still. I am agnostic towards which is the better strategy, however 

long-term I believe we will have a role for both finite and continuous options. Time-limited therapies 

that have durability are particularly appealing for younger, fitter patients, as they don’t want to be on 

chronic medicine for many years.  

Additionally, from a payer perspective and a societal perspective there are benefits to limited duration 

therapies. At last years ASH conference (ASH 2019) I presented the findings of a pharmacoeconomics 

study investigating venetoclax and obinutuzumab versus continuous therapies that are approved or in 

development demonstrated cost savings overall for the one year.5

Finite Versus Continuous Therapy 

04Approximately how common is BCRi failure in CLL patients and is 
there a standard treatment strategy for this group (in terms of both 
monitoring and treatment)?

BCRi failure in CLL patients is not particularly common currently, however it is likely to be a growing 

problem over the next few years as more and more patients are on BTK inhibitors upfront. 

Approximately 50-80% of patients who develop BTKi resistance have a BTK mutation, however it is not 

yet routine practice to test for this mutation. If a BTK mutation is observed, particularly if a patient is 

showing signs of clinical progression (i.e. lymphocyte count, lymph node size, etc.), we don’t necessarily 

stop BTK therapy immediately while considering a transition to the next therapy (i.e. venetoclax).  

Exciting news from the ARQ531 and LOXO305 trials were presented at ASH 2019, both investigating 

reversible BTK inhibitors that seem to have activity in BTK mutant CLL.6,7 reversible BTK inhibitors seems 

to be active even at lower doses.  Whilst it is early, it suggests that reversible BTK inhibitors could be an 

option for patients progressing on irreversible BTK inhibitors. 

BCRi Failure 



An interesting scientific issue that we should expect to see more of moving forward is venetoclax resistance. 

A lot has been learned over the past year, including the role of BCL2 mutations and also functional 

resistance mechanisms such as anti-apoptotic dysregulation. These anti-apoptotic dysregulation can 

be associated with MCL1 overexpression, and an amplification of AMP-1 – which can affect the OXPHOS 

pathway in mitochondria. 

BCL-2 Inhibitor Resistance 

Perhaps the biggest unmet need developing in CLL is Richter’s syndrome, which is typically associated 

with very poor outcomes. The use of venetoclax in combination with R-EPOCH chemotherapy has 

demonstrated very good response rates; venetoclax is a chemo-sensitizing agent that makes a big 

difference in enhancing the chemotherapy. More research is required into other therapies such as 

checkpoint blockade combination therapy. As CLL patients live longer, it is anticipated that this will 

become more of an issue, so it is imperative that more effective therapies are developed for these 

patients.

Richter’s Syndrome

PAGE  4   CARETM GLOBAL INTERVIEW SERIES

1 Jain N. et al. Ibrutinib and Venetoclax for First-Line Treatment of CLL. N Engl J Med 2019; 380:2095-2103.

2 Lampson B.L. et al. Preliminary Safety and Efficacy Results from a Phase 2 Study of Acalabrutinib, Venetoclax and Obinutuzumab in Patients with  
  Previously Untreated Chronic Lymphocytic Leukemia (CLL). Blood. 2019; 134 (Supplement_1): 32.

3 Barr P. et al. A Phase 1/2 Study of Umbralisib Ublituximab and Venetoclax in Patients with Relapsed or Refractory Chronic Lymphocytic Leukemia  
  (CLL). Blood (2019) 134 (Supplement_1): 360.

4 Crombie J.L. et al. A Phase I Study of Duvelisib and Venetoclax in Patients with Relapsed or Refractory CLL / SLL. Blood (2019) 134 (Supplement_1): 1763.

6 Woyach J. et al. Final Results of Phase 1, Dose Escalation Study Evaluating ARQ 531 in Patients with Relapsed or Refractory B-Cell Lymphoid Malignancies.  
   Blood (2019) 134 (Supplement_1): 4298.

7 Mato A.R. et al. Results from a First-in-Human, Proof-of-Concept Phase 1 Trial in Pretreated B-Cell Malignancies for Loxo-305, a Next-Generation, Highly  
  Selective, Non-Covalent BTK Inhibitor. Blood (2019) 134 (Supplement_1): 501.

5 Davids M.S. et al. Cost-Effectiveness of a 12-Month Fixed Duration of Venetoclax in Combination with Obinutuzumab in First-Line Chronic Lymphocytic  
  Leukemia in the United States. Blood (2019) 134 (Supplement_1): 4741.

REFERENCES



CARE™ work extends beyond interview publications. Years of CLL medical education 
material is available or coming soon to the CARE™ website: www.CAREeducation.ca

CARE™ PROGRAMS: AVAILABLE AND UPCOMING

The CARE™ Global Interview Series
Issues of the CARE™ Global Interview series, featuring hematology leaders from Italy, 
England and the USA are available now.

NOW AVAILABLE

COMING SOON

CARE™ WHU 2020 Meeting Slides 
Though nothing beats attending a CARE™ event, the complete presentations from WHU 
2020, as delivered by members of the CARE™ Faculty, are available on the CARE™ website.   

CARE™ Localized Modules 
The CARE™ Faculty has produced general (non-regional focused) medical education slide 
decks on hematological topics in 2020.  The CARE™ Localized Slide Decks are available on 
request.  Contact CARE™ through the website to request one or more Localized Modules.  

Updated CARE™ Guidance Documents on MM and CLL
News, updates and data releases often lead to evolutions in MM and CLL clinical practice in 
Canada.  Recent changes have prompted members of the CARE™ Hematology Faculty to 
meet and update the CARE™ Treatment Guidance Documents on MM and CLL which will 
be available online soon.

CARE™ CLL Patient Case Review and Publication
A CARE™ CLL Patient Case Review, informed by CARE™ Programming at WHU 2020 and 
led by Dr. Peter Anglin (Stronach Regional Cancer Centre, CARE™ Hematology Faculty 
Lead) will be available soon.

CARE™ Retrospective Reviews 
2020 marks 15 years of CARE™! To capitalize on years of experience, and to use the past 
to help make projections for the future, CARE™ will be creating a series of retrospective 
reviews in various categories. 
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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 CAREeducation.ca
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