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MANAGING MULTIPLE MYELOMA (MM) IN CANADA

Members of the CARE™ Hematology Faculty held a Working Group meeting in conjunction with the CARE™ Winter Hematology 
Update (WHU) 2019 on February 8th, 2019 in Toronto. During this meeting, relevant news and data were considered from a 
Canadian perspective in the area of multiple myeloma (MM).

This MM Working Group was led by Dr. Peter Anglin (Stronach Regional Cancer Centre, CARE™ Hematology Faculty Lead) with 
additional participation from key specialists across Canada. Discussion focused on the current MM landscape, specifically the 
benefit of novel treatment approaches and importance of access to optimal therapies.

CARE™ Hematology Faculty members considered the following through discussion:

1. The impact of ASH 2018 data on the Canadian MM treatment landscape
2. The role of MRD and risk stratification in directing treatment decisions
3. Advancements in immunotherapy

What follows is a distillation of CARE™ Hematology Faculty takeaways from this Working Group meeting in the form of a 
guidance for MM management.

1.    POST-ASH 2018 DATA REVIEW

Daratumumab (dara) received Health Canada approval for R/R 
MM based on the CASTOR and POLLUX trials (2017), altering the 
MM treatment landscape. 

Data updates from the POLLUX and CASTOR trials (2-year update 
to CASTOR, 3-year update to POLLUX and a MRD negativity analysis 
from POLLUX and CASTOR) have provided further validation of dara 
based regimen efficacy in R/R MM. 

Canadian physicians should consider the following when managing 
patients with R/R MM:

• In the 2-year update to CASTOR, the DVd regimen 
(daratumumab, bortezomib and dexamethasone) demonstrated 
significantly improved PFS and ORR benefits (over Vd), with the 
strongest benefits observed when DVd is used directly after first 
relapse (earlier in the treatment sequence). At a median follow-
up of 40.0 months, the PFS rate for the ITT (intend to treat) 
population was 16.7 months for those treated with DVd versus 
7.1 months for those treated with Vd. ORR in the ITT population 
was 85% for those treated with DVd compared to 63% for those 
treated with Vd. In patients who had received 1 prior line (PL) 
of therapy, median PFS rate was 27.0 months for those being 
treated with DVd versus 7.9 months for those treated with Vd. 
ORR rates for the 1PL population treated with DVd or Vd were 
92% and 74% respectfully.

• In the 3-year update from the POLLUX trial, at a median 
follow-up of 44.3 months, DRd (daratumumab, lenalidomide 
and dexamethasone) significantly prolonged PFS compared 
to Rd treatment, producing a PFS of 44.5 months versus 17.5 
months respectively. DRd also produced stronger rates of 
MRD negativity compared to Rd and produced strong rates of 
sustained MRD negativity through 6 months (16% versus 0.7%).

• In an evaluation of MRD from POLLUX and CASTOR, sustained 
MRD negativity was more prominent in those that received DRd 
or DVd (16.4% and 8.8% respectively) versus Rd or Vd (0.7% 
and 1.2% respectfully) at a ≥ 6-month cut-off. MRD advantage 
continued through a ≥ 12-month cutoff, (DRd and DVd MRD 
negative rates were 12.9% and 3.2% respectfully, while Rd 
and Vd rates were 0.4% and 0% respectfully). Sustained MRD 
negativity is associated with OS and PFS advantage.

Considering the existing dara-based regimen data and the updates 
to the POLLUX and CASTOR trials, Canadians managing R/R MM 
should consider using a daratumumab based regimens for treatment 
as early in the relapsed treatment sequence as possible.
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3.     IMMUNOTHERAPY

CAR T therapy and bispecific T-cell engagers (BiTEs) are exciting 
therapies that are currently in development for MM, however these 
technologies are not anticipated to significantly impact practice 
for several years.

Access to CAR T and BiTE clinical trials is minimal in Canada, limiting 
clinical experience with these therapies.

Sustainability of these therapies are a concern as they are difficult to 
administer and require extensive hospital resources.

While they hold promise, it is not clear if/when novel immunotherapies 
will be used in MM.

Access to dara has improved in many provinces with reimbursement 
decisions in ON, QC, BC, MB, and AB. However, unequal access 
between provinces highlights inconsistencies within the Canadian 
reimbursement landscape.

Canadians could benefit from the following considerations:

• Using daratumumab regimens earlier in a sequence could lead 
to long-term cost savings because of treatment optimization 
(efficiency).

• Although costs are a factor, physicians and patients are 
encouraged to make treatment decisions beyond treatment 
acquisition costs.

The BCMA (B-cell maturation antigen) has emerged as a potential 
therapeutic target for the treatment of MM relatively recently, and 
there are agents for R/R MM that target the BCMA which could be an 
important consideration for Canadian physicians in the near future.

Anti-BCMA drug GSK2857916 is showing promise in the R/R MM 
population (DREAMM-1 study). Building on interim results from ASH 
2017, recent data shows this novel therapy achieved 60% ORR. Data 
on this agent is expected at the end of 2019.

2.    THE ROLE OF MRD AND RISK STRATIFICATION

MRD is important and its assessment can help in directing future 
treatment decisions and predicting if a treatment can be stopped.

MRD data from dara-based treatment in MM is impressive, further 
validating its clinical use.

Sustained MRD negativity is associated with increased PFS and OS 
in MM patients.
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Patient risk stratification in MM is evolving thanks to novel research 
and clinical trial developments. This is a very important concept 
that is often closely associated with genomics and will likely 
become more important as Canada moves further into an era of 
personalized medicine.

Del(17p) patients were traditionally considered ‘high-risk’, but data 
has since demonstrated that some of these patients still do well on 
therapy, suggesting that the combination of del(17p) with 1 or more 
other mutations results in poor outcomes. 

Current testing with FISH does not give a full mutational profile. 
More comprehensive testing is needed to direct treatment more 
effectively.

CONSIDERING THE EXISTING DARA-BASED REGIMEN DATA AND 
THE UPDATES TO THE POLLUX AND CASTOR TRIALS, CANADIANS 
MANAGING R/R MM SHOULD CONSIDER USING A DARATUMUMAB 
BASED REGIMENS FOR TREATMENT AS EARLY IN THE RELAPSED 
TREATMENT SEQUENCE AS POSSIBLE.
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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

A B O U T  T H E  C A R E T M  FAC U LT Y

TM


