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CARE™ GLOBAL INTERVIEW SERIES 
UPDATES FROM 2019 AND THEIR IMPACT ON 
CURRENT 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 have affected the practice of KOLs across the globe. 

CARE™ Faculty recently spoke with Dr. Matthew Davids to explore how data released in 2019 have 

impacted CLL practice.

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

1. Front-line CLL

• CLL14 

• ELEVATE TN

• ALLIANCE

• ECOG1912

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.

2. Relapsed/Refractory CLL

• ASCEND

• MURANO

• TRANSCEND CLL 004



01What recent data from 2019 has most impacted your front-line (1L)  
CLL practice? How?

FRONT-LINE CLL 

The CLL-14 study (venetoclax plus obinutuzumab versus chlorambucil plus obinutuzumab) focused on 
older or frailer patients with comorbidities and showed very dramatic benefits for the venetoclax-based 
regimen in terms of PFS, and markedly higher rates of undetectable MRD.1 This one-year regimen 
combines the time-limited aspect of chemoimmunotherapy (CIT) with a novel, targeted treatment – 
which is very appealing for many CLL patients. The regimen was developed for older, frailer patients, 
however younger patients are often more excited about it being time-limited. This study led to label 
approval in the US so we have been using it. My personal practice has been to extrapolate the available 
data to young, fit patients, despite some differences in the results.

CLL14

 Developments in 1L treatments have been particularly amazing recently. The ALLIANCE trial presented 
at ASH 2018 investigated 1L ibrutinib monotherapy versus ibrutinib plus rituximab in older CLL patients. 
Results demonstrated a PFS benefit with ibrutinib, and no added advantage with the addition 
of rituximab.3 There was no OS benefit observed, however since the study allowed crossover this is 
not surprising. This impacts physicians’ approach because BR could act as another alkylating agent 
combination that is a fair comparator for clinical trials (versus chlorambucil combinations).

ALLIANCE

The results of the ELEVATE TN study presented at ASH 2019 led to a three-country label approval (US, 
Canada and Australia).2 This randomized trial of acalabrutinib with or without obinutuzumab versus 
obinutuzumab with chlorambucil saw a PFS benefit in both acalabrutinib arms over the chemo-
immunotherapy arm. This data also demonstrated a benefit of obinutuzumab when comparing 
acalabrutinib plus obinutuzumab versus acalabrutinib alone. This was surprising given what was 
previously observed with the ibrutinib plus rituximab combination where the antibody didn’t have any 
benefits (ALLIANCE). Although this study wasn’t powered to look at the benefits of the antibody (this was 
done as a post-hoc analysis), this is still an interesting result. Benefits observed in the acalabrutinib plus 
obinutuzumab arm include a strong trend towards an OS benefit despite lacking statistical significance. 
The p-value was approximately 0.05 which is compelling evidence, especially considering that there was 
crossover in the study. The ELEVATE TN results suggest acalabrutinib  may become yet another option 
in the front-line (1L) setting. Deciding which therapy to use in the 1L will only become more complicated 
with the multitude of combinations of venetoclax, acalabrutinib, and obinutuzumab.

ELEVATE TN 
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Figure 1. ECOG 1912 Trial PFS: ibrutinib-rituximab vs CIT.4

ECOG 1912 had a similar trial design to ALLIANCE (IR versus BR), with the comparator arm consisting 
of fludarabine, cyclophosphamide and rituximab (FCR) chemotherapy – considered the gold standard 
treatment for young CLL patients.4 ECOG 1912 investigated IR versus FCR and showed a PFS benefit in 
the arm containing ibrutinib. This study also demonstrated a survival benefit with ibrutinib in high-risk, 
unmutated IGHV. Based on OS, ibrutinib is a good option for patients with unmutated IGHV however I 
typically still use FCR for mutated patients given long-term data.

ECOG 1912

Based on OS, ibrutinib is a good 

option for patients with unmutated 

IGHV...

ECOG 1912 
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02What recent data from 2019 has most impacted your Relapsed/
Refractory (R/R) CLL practice? How?

RELAPSED/REFRACTORY CLL 

The Phase 3 ASCEND study comparing acalabrutinib to an investigator’s choice arm of bendamustine-
rituximab or idelalisib-rituximab (BR) demonstrated improved response rates and PFS in the acalabrutinib 
arm.5 Patients who received idelalisib had a fair amount of toxicities, while patients receiving BR did as 
expected. Acalabrutinib was clearly superior and much better tolerated. This was the first randomized 
trial using novel agents in the different study arms and it was really a positive trial - it led to acalabrutinib 
receiving a label for R/R CLL in the US.

ASCEND

Updated results of the MURANO study were presented at iwCLL and ASH 2019, comparing venetoclax 
with rituximab vs bendamustine with rituximab. MURANO led to the full approval of venetoclax for R/R 
CLL by the FDA.6 Almost an additional year of follow-up for the time-limited regimen of venetoclax plus 
rituximab for six months followed by venetoclax alone for 18 months represents a significant data cut 
as the average patient is now approximately two years out of finishing therapy (after having received 
2 years of therapy). The MURANO trial had still not reached the median PFS, with 53% of patients still 
progression free, two years after completing venetoclax treatment. The response was particularly strong 
for patients without high-risk CLL and represents a very durable form of time-limited therapy for the 
relapsed population.

MURANO

Figure 2. Murano Trial: PFS and OS presented at ASH 2019.
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Figure 1. Kaplan-Meier assessments of PFS
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Figure 2. Kaplan-Meier assessments of OS (ITT population)
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A further point of interest is the developing data around CAR T-cell therapies, particularly JCAR017 
(TRANSCEND CLL 004).7 Approximately half of patients achieved complete remission, with very high 
rates of undetectable MRD despite the patients being heavily pretreated; all had had prior ibrutinib and 
most had received prior venetoclax. There is a lack of data on response durability, and concern for how 
these therapies will be integrated into treatment paradigms, however so far things look promising.

TRANSCEND CLL 004



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
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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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The CARETM (Community. Academic. Research. Education) Faculty is a  
Pan-Canadian group of leaders in their field. Faculty meet, discuss and 

address gaps in knowledge producing education initiatives framed 
from a Canadian perspective. 

The vision of the CARETM Faculty is to share opinions and update 
Canadian specialists.

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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