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Meeting Snapshot

DATE: 
September 17–18, 
2021

PANEL: Key experts in 
multiple myeloma
> 10 from US
> 1 from Canada

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

MULTIPLE MYELOMA-
SPECIFIC DISCUSSIONS
on latest research updates, 
therapeutic advances, and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 10 US and 1 Canadian Multiple Myeloma
Experts

Keith Stewart, MB, ChB
University Health Network 

Sagar Lonial, MD, FACP
Emory University

Irene Ghobrial, MD
Dana-Farber Cancer Institute

Peter Voorhees, MD
Levine Cancer Institute

Craig C. Hofmeister, MD, MPH
Emory University

Nina Shah, MD
University of California 
San Francisco

Thomas G. Martin, MD
University of California 
San Francisco

CHAIR: 
Rafael Fonseca, MD
Mayo Clinic

P. Leif Bergsagel, MD, FASCO
Mayo Clinic

Suzanne Lentzsch, MD, PhD 
Columbia University

Faith Davies, MD
NYU Langone 



Meeting Agenda (Day 1 – September 17, 2021)
Time Topic Speaker/Moderator
9.00 AM – 9.10 AM
(10 min) Welcome and Introductions Rafael Fonseca, MD

9.10 AM – 9.30 AM
(20 min) Pursuing the Cure for Myeloma Keith Stewart, MB, ChB

9.30 AM – 10.00 AM
(30 min) Discussion – Pursuing the Cure for Myeloma Moderator: Rafael Fonseca, MD

10.00 AM – 10.15 AM
(15 min) Immunomodulatory Agents – With Us Since 1999 Sagar Lonial, MD 

10.15 AM – 10.50 AM
(35 min) Discussion – Immunomodulatory Agents – With Us Since 1999 Moderator: Rafael Fonseca, MD

10.50 AM – 11.00 AM
(10 min) BREAK

11.00 AM – 11.15 AM
(15 min) The Evolving Role of Proteasome Inhibitors (PIs) Irene Ghobrial, MD

11.15 AM – 11.50 AM
(35 min) Discussion – The Evolving Role of Proteasome Inhibitors (PIs) Moderator: Rafael Fonseca, MD

11.50 AM – 12.10 PM
(20 min) Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

12.10 PM – 12.20 PM
(10 min) Wrap-up and Overview Rafael Fonseca, MD



Meeting Agenda (Day 2 – September 18, 2021)
Time Topic Speaker/Moderator
9.00 AM – 9.05 AM
(5 min) Agenda Review Rafael Fonseca, MD

9.05 AM – 9.20 AM
(15 min) Monoclonal Anti-CD38 Thomas Martin, MD

9.20 AM – 10.00 AM
(40 min) Discussion – Monoclonal Anti-CD38 Moderator: Rafael Fonseca, MD

10.00 AM – 10.15 AM
(15 min) CAR T Therapies for the Treatment of MM Peter Voorhees, MD 

10.15 AM – 10.45 AM
(30 min) Discussion – CAR T Therapies for the Treatment of MM Moderator: Rafael Fonseca, MD

10.45 AM – 11.00 AM
(15 min) Bispecific Agents for the Treatment of MM Craig Hofmeister, MD, MPH

11.00 AM – 11.20 AM
(20 min) Discussion – Bispecific Agents for the Treatment of MM Moderator: Rafael Fonseca, MD

11.20 AM – 11.30 AM
(10 min) BREAK

11.30 AM – 11.40 AM
(10 min) Other Agents on the Horizon in MM and Moving the Needle Forward Leif Bergsagel, MD, FASCO

11.40 AM – 12.10 PM
(30 min) Discussion – Other Agents on the Horizon in MM and Moving the Needle Forward Moderator: Rafael Fonseca, MD

12.10 PM – 12.30 PM
(20 min) Summary Discussion: Key Takeaways on Multiple Myeloma Rafael Fonseca, MD

12.30 PM – 12.40 PM
(10 min) Wrap-up and Overview Rafael Fonseca, MD



Updates in Multiple Myeloma



Goals of therapy and the role of cytogenetic abnormalities

High-risk patients continue to do worse than 
standard-risk patients despite novel regimens and 
evolving treatment landscape
> While comorbidities, frailty, and age do contribute 

to risk assessment, cytogenic abnormalities 
profoundly correlate with more drug-resistant 
disease

> Improvement in risk assessment is urgently 
needed and standardization of genetic profiling for 
risk is an unmet need: CKS1B gain is common, but 
many labs do not report amplification, p53 mutation 
testing should be more common, and B2M and 
LDH are often overlooked during workup

Obtaining MRD negativity is important for survival 
across many different subgroups of patients
> 10-6 sensitivity is more predictive than 10-4 or 10-5

Pursuing the Cure for Myeloma
Presented by Keith Stewart, MB, ChB



Key Insights: Pursuing the Cure for Myeloma
Goals of therapy

Experts are uncertain if multiple myeloma (MM) is a curable disease, as 
they acknowledged some patients can relapse many years after remission
> Some experts report patients who relapse after 10–15 years, so it is difficult 

to determine if patients are technically “cured”
> Experts believe maximizing currently available therapies is the best solution 

for patients, but newer therapies with better efficacy in earlier lines of 
therapy are always needed

While all experts acknowledged the utility of minimal/measurable residual 
disease (MRD) testing, there was no consensus on whether MRD testing is 
valuable as a decision-making tool or if it should be a goal of treatment
> One expert highlighted that many high-risk patients often relapse after 

achieving MRD negativity, thus, identification of additional prognostic factors 
in MRD-negative patients is needed

> Some believe MRD measured should always be at 10-6, but acknowledged it 
is not always feasible to obtain enough cells for flow cytometry at this 
stringency; therefore, NGS is the next best option

> Experts argued that sustained MRD negativity 12 months apart (with the first 
measurement one year after the completion of induction therapy) is a better 
prognostic factor than a one-time measurement 

> Current data do not justify stopping therapy on the basis of MRD-negativity, 
thus further evaluation of when to stop therapy in patients is an unmet need

Role of cytogenetic abnormalities

Risk stratification of patients remains important, but 
improvements are needed to better identify and 
treat high-risk patients
> Experts call for research to identify more immune 

biomarkers and gene expression profiling that can 
predict progression and remission
– One expert believes single-cell RNA sequencing 

could be the first step in achieving this
> Currently, chromosome 1 abnormalities do not 

impact treatment selection for experts, but experts 
believe further evaluation is needed to understand 
the implications of chromosome 1 abnormalities

> While tandem transplantations are performed for 
high-risk diseases outside of the US, experts do not 
believe the data are convincing enough to justify this 
approach. Insurance approval was also identified as 
a potential barrier

> Some experts do not add an anti-CD38 antibody to 
the frontline treatment of high-risk patients, as they 
do not find current data convincing; they treat these 
patients with KRd instead



IMiDs and potential impact of CELMoDs on SOC

IMiDs and dexamethasone are the central core for 
many frontline and salvage therapies 
> For frontline therapy, PI + IMiD and dexamethasone 

± anti-CD38 monoclonal antibody is the current SOC
> For relapsed/refractory disease IMiD + 

dexamethasone is the standard backbone for 
combination therapy

CELMoDs are foreseen to be improvements on 
current IMiDs
> Early data demonstrates that novel CELMoDs have 

been shown to have superior potency, binding affinity 
for cereblon, and immune activation

> Iberdomide and CC-92480 have shown efficacy in 
patients with IMiD-resistant MM

> Head-to-head trials with current SOC and further 
understanding of CELMoD-associated AEs are 
needed to know how to sequence these agents

Immunomodulatory Agents – With Us Since 1999
Presented by Sagar Lonial, MD 



Key Insights: Immunomodulatory Agents – With Us Since 1999
IMiDs CELMoDs and potential impact on SOC

Immunomodulatory drugs (IMiDs) remain a pivotal 
component of many combination regimens in 
frontline, but IMiD resistance remains a concern for 
many experts
> Experts believe consideration of how long after 

transplantation a patient experiences relapse is 
necessary to determine whether to prescribe an IMiD 
at first relapse

> When describing options at first relapse, some 
advisors cited convenience in their preference of Dara-
Pd (if patients experience relapse after 18 months 
since transplantation) over a carfilzomib-based 
regimen, and others reported using Dara-KPd

Some advisors define IMiD resistance as progression 
while receiving a full-dose IMiD, and believe some 
patients are possibly miscategorized as IMiD resistant
> Advisors agreed that more understanding on 

resistance mechanisms to IMiDs and a standardized 
definition of IMiD resistance are needed, as there are 
conflicting reports of lenalidomide-refractory patients 
responding to pomalidomide 

Experts are excited for the availability of novel cereblon E3 ligase 
modulators (CELMoDs), especially iberdomide, and foresee them as 
good partners with currently used agents
> Experts praised the tolerability and activity of CELMoDs in patients with 

disease that is resistant to earlier agents, and are eager for phase III data 
to further understand how they compare with current standards of care 
(SOC) 

> Further evaluation on how to sequence CELMoDs is needed, but experts 
speculated it will largely be determined by adverse event (AE) profile

> While CC-92480 was noted as more potent than iberdomide, it is uncertain 
how well it does in combination with other agents, and further 
understanding on the toxicity profile is needed

> Experts are eager for CELMoDs to replace current IMiDs, but as 
lenalidomide becomes generic and costs decrease, some experts believe 
CELMoDs will have a difficult time replacing lenalidomide without showing 
superior efficacy in a head-to-head trial

> Investigation of CELMoDs as a fixed-duration therapy was also suggested 
by experts to improve on current SOC

> Partnering CELMoDs with chimeric antigen receptor T-cell therapy (CAR 
T) or bispecific agents was suggested as a potential strategy to limit 
duration of therapy and mitigate the myelosuppressive and 
immunosuppressive effects of continuous therapy



Frontline and maintenance therapy

Current data support the use of PIs in addition to Rd ±
anti-CD38 monoclonal antibody as the standard of 
care for transplant-eligible patients
> While current IMW and EHA/ESMO guidelines list 

bortezomib as part of preferred upfront therapy, no 
information is provided on carfilzomib 

> The FORTE trial showed a superior ORR of 73% vs 
57% in favor of KRd over KCd

> The CASSIOPEIA trial showed a superior ORR 65% vs 
56% in favor of Dara-VTd over VTd

> The GRIFFIN trial shows sustained MRD negativity at 
≥6 months with Dara-VRd vs VRd (37.5% vs 7.8%), as 
well as 24-month PFS rate (94.5% vs 90.8%)

The Evolving Role of Proteasome Inhibitors (PIs)
Presented by Irene Ghobrial, MD



Key Insights: The Evolving Role of Proteasome Inhibitors (PIs)
Frontline therapy Maintenance therapy

Experts are divided on the role of frontline 
carfilzomib-based regimens
> Advisors individualize frontline treatment 

selection on the basis of patient comorbidities, 
but some believe the prevalence of neuropathy 
with bortezomib-based regimens should drive 
the decision to use a PI in frontline therapy

> Cardiotoxicity and renal toxicity with carfilzomib 
and neurotoxicity with bortezomib are points of 
concern for the experts, and further 
investigation to identify risk factors for these 
AEs is needed

> A few experts believe the adoption of Dara-VRd 
for all transplant-eligible patients, even in high-
risk disease, diminishes the need for frontline 
carfilzomib-based regimens

> Some experts reported insurance approval as a 
major barrier to using upfront quadruplet 
therapy

Due to recently released data on mortality rates from the TOURMALINE trials, 
some experts are concerned with using ixazomib in the maintenance setting
> Some experts have had positive experiences using ixazomib in combination with 

lenalidomide for maintenance, and believe the increased mortality rates in clinical 
trials may be attributed to patients discontinuing therapy

> Experts still find utility in ixazomib maintenance for patients who cannot tolerate 
lenalidomide or in combination with lenalidomide for high-risk patients

Some experts have regularly adopted KR as their maintenance regimen 
following KRd induction in high-risk patients
> Dosing scheduling with KR maintenance was indicated as a potential barrier for 

patients who cannot come into the clinic regularly 

Dr Voorhees:
When I’m talking about KRd vs RVd backbone for patients, it’s really down to 
side effect profiles and what’s a better fit for the patient based on that metric. I 
do think that there’s a possibility the depth of response is faster with KRd-based 
strategies and I think that needs to be looked at a bit more carefully. 

“ “



Frontline and relapsed/refractory setting

Current trial data demonstrates that the addition of 
an anti-CD38 antibody shows improved efficacy
> The MAIA trial provides a very strong argument to 

use Dara-Rd for transplant-ineligible patients 
> The GRIFFIN trial shows deeper response with 

quadruplet therapy vs triplet therapy
> The CASSIOPEIA trial shows that patients perform 

better when they received daratumumab as part of 
induction therapy or maintenance therapy

Both isatuximab and daratumumab are efficacious in 
combination in R/R MM
> The IKEMA and CANDOR trials show good efficacy 

of Kd with either daratumumab or isatuximab
> Similarly, the APOLLO and the ICARIA trials show 

that anti-CD38 antibodies can also pair well with Pd 

Monoclonal Anti-CD38
Presented by Thomas Martin, MD



Key Insights: Monoclonal Anti-CD38
Frontline setting Relapsed/refractory setting

Most experts have adopted regimens that include a monoclonal anti-
CD38 antibody in the frontline setting both for transplant-eligible and 
transplant-ineligible patients
> Experts have widely adopted Dara-VRd for their transplant-eligible patients 

as induction therapy and are eager for phase III trials to further understand 
its use as consolidation and maintenance therapy 

> Experts highlighted convenience, efficacy, and tolerability to cement the 
role of Dara-Rd as standard of care for transplant-ineligible patients, but 
acknowledged more data are needed in the high-risk patient population

> While cost (after 2 years of therapy) and dosing schedule favors 
daratumumab over isatuximab (once per month vs twice per month), 
experts are eager for data with frontline isatuximab to mature

> Experts hypothesized reduced-dose quadruplet therapy could potentially 
be given to transplant-ineligible patients, but further data are needed to 
support this approach

> Experts have not adopted anti-CD38 antibodies in the maintenance setting, 
furthermore, some foresee a change in the landscape as bispecific agents 
become available and supplant current standards of care in the 
maintenance and consolidation settings

Anti-CD38 antibody regimens are the preferred 
combination at first relapse for patients who did not 
receive this therapy at induction
> Whether to combine an anti-CD38 antibody with a PI 

or an IMiD in this setting will depend on patient factors 
including sensitivity to lenalidomide, duration of 
remission, and convenience

Advisors do not believe there will be a difference in 
response if patients are treated with daratumumab 
first then isatuximab or vice versa, but do believe one 
line of therapy should separate the 2 anti-CD38 
antibody regimens 
> Experts acknowledge minor mechanistic differences 

between isatuximab and daratumumab, but they find 
limited differences in clinical practice



CAR Ts

BCMA-targeted CAR T-cell therapy in R/RMM is active
> There have been deep and durable responses but no plateau 

to the PFS curves to date in any of the recent studies 
(KarMMa-2, CARTITUDE-1, CRB 402)

> There appear to be idiosyncratic differences between the 
BCMA-targeted CAR T-cell products

> The increased avidity of BCMA binding by ciltacabtagene 
autoleucel may confer the deepest and most durable 
responses to date, including a high rate of MRD negativity                                                                   

CAR T Therapies for the Treatment of MM
Presented by Peter Voorhees, MD 



Key Insights: CAR T Therapies for the Treatment of MM
CAR Ts

CAR Ts are exciting options in MM, but more investigation is needed to improve on them and move them to earlier lines of therapy
> Experts varied in their opinions on whether CAR T will replace transplantation, but they agreed CAR T should be moved to earlier lines of 

therapy
> Limited capacity for CAR T infusion in institutions and a long waiting period before being able to start a patient on therapy were described as 

current major barriers to the adoption of CAR T therapy
> Experts recognize there are mechanistic differences between CAR T therapies (ide-cel and cilta-cel), but how these differences translate to 

clinical activity remains to be determined
> While experts acknowledge the activity of CAR T therapy in patients refractory to multiple classes of agents, toxicity remains a concern for 

many, and experts reported that it is a physically taxing therapy for patients

Experts indicate there are several institutions manufacturing their own CAR T therapies, and while they are not foreseen to replace 
industry-manufactured CAR T therapies entirely, advisors reported less cost and better availability

CAR T consolidation post-SCT is an area of interest
> Experts called for more data on how the burden of disease at the time of administration of CAR T correlates with expansion
> All patients are MRD-negative immediately post-transplant, but the disease recurs in many. In this context, CAR T consolidation could prolong 

DFS or even lead to cure

Dr Voorhees:
Transitioning a relapsed-refractory patients onto a CAR T-cell therapy is 
incredibly difficult. If you're doing it in a controlled environment where 
you've already controlled the disease with induction therapy and you're 
using it as consolidation, it will be much easier to transition patients to CAR 
T-cell therapy in that space. 

“ “



Bispecific agents

Bispecifics are only just coming of age for MM 
> Initial studies with the CD3/BCMA bispecific 

AMG420 demonstrated the potential for high 
activity with this approach, although development 
was suspended because of toxicity

> In addition to CD3, BCMA is targeted by 5 
investigational bispecifics currently in 
development, and talquetamab and cevostamab 
target GPRC5D and FcRH5, respectively

> These newer agents have promising activity in 
early studies, achieving MRD-negative status in 
an appreciable proportion of patients

> With proactive care, toxicity seems manageable 
for these agents, although infections and CRS are 
prevalent

> Sequential targeting of BCMA appears possible. 
Data are emerging that show when CAR T levels 
fall and BCMA-expressing plasma cell levels 
rebound, belantamab mafodotin is active

Bispecific Agents for the Treatment of MM
Presented by Craig Hofmeister, MD, MPH



Key Insights: Bispecific Agents for the Treatment of MM
Bispecific agents

While bispecific agents have shown promising results, experts called for further data to inform sequencing of the agents in relation to 
current SOC and CAR T therapy
> Some believe bispecific agents do not have rate or depth of response comparable with CAR T therapies, but further progression-free survival 

(PFS) and duration of response data are needed to draw firm conclusions 
> Sequencing of CAR T and bispecific agents is an ongoing discussion, but experts indicated that it is easier to add bispecific agents and the 

persistence of therapy after infusion is not a concern; however, continuous therapy is less appealing for some experts
> Bispecific agents are viewed to be more practical to administer than CAR T therapy, additionally, cost and availability favor bispecific agents 

over CAR T therapies, especially for community physicians
> Investigation into alternating targets and dose frequency to make bispecific agents easier and more efficacious in the maintenance setting is 

warranted, as well as investigations to understand the efficacy of CAR T therapy following progression on bispecific agents

Dr Bergsagel:
The one thing you have to worry about with CAR T cells is persistence, whereas with a BiTE or bispecific, you don't 
have to worry about that. The T cells are always going to be there. I think it's really too early to say, but I'm quite 
optimistic for bispecifics.

“ “



Other novel agents

Progress will not come just with novel therapies, but also 
with increasing our ability to more effectively utilize the 
agents we have available
> As discussed in multiple sections already, the optimal 

sequencing of therapies is currently unknown
> Prior ASCT was identified as a predictive factor for benefit 

with pomalidomide vs melflufen, and an FDA alert was 
issued to stop melflufen use post-ASCT

> The addition of bortezomib to VenDaraDex does not appear 
to be beneficial, per recent data from the Mayo clinic

> Recently, cell surface markers have been identified that are 
predictive of response to venetoclax, which could allow for 
better therapy selection

> After development of better tolerated combination regimens, 
selinexor has re-emerged with a profound PFS advantage 
for selinexor + Vd vs Vd in the BOSTON trial (although OS 
did not reach significance)

> Bela-Maf is an emerging therapy, producing high response 
rates in heavily pretreated, and multirefractory MM in 
DREAMM6 and ALGONQUIN

Other Agents on the Horizon in MM and Moving the Needle Forward
Presented by Leif Bergsagel, MD, FASCO



Key Insights: Other Agents on the Horizon in MM and Moving 
the Needle Forward
Other novel agents

Venetoclax is a promising treatment option for patients with t(11;14), and some experts called it a “game changer”
> Experts were encouraged by the PFS data with venetoclax-daratumumab-dexamethasone and look forward to final phase III trial results 
> Other experts recounted very positive experiences with venetoclax in the maintenance, consolidation, and relapse settings, as well as in 

amyloidosis. These positive experiences include use of monotherapy venetoclax, as well as venetoclax as a doublet therapy with dexamethasone
> There were varied practices among experts in the use and duration of concomitant antibiotics and antivirals with venetoclax 
> Experts would like to see trials investigating venetoclax in earlier lines of therapy and understand optimal combination if used in the frontline for 

NDMM patients with t(11;14)

Experts believe selinexor and belantamab mafodotin remain options for patients who progress after multiple lines of therapy, but further 
understanding on how to best manage their toxicities is needed 
> Toxicity remains a major concern for both selinexor and belantamab, and many experts expressed a preference to use one agent over the other
> In addition to AE profile, preference between selinexor and belantamab is driven by dosing schedule, patient preference, and how easily patients 

can receive specialty care (eg, ophthalmology) 
> Experts with more experience using belantamab do not find the ocular toxicities concerning and do not face any barriers in partnering with 

ophthalmologists for their patients 
> One expert describes his use of selinexor as a bridge to clinical trial or CAR T therapy
> More-effective agents in later lines of therapy remain an urgent need for many patients 

While the OCEAN trial did not report OS benefits in favor of melflufen, some experts believe attrition rates of patients on the melflufen arm 
could attribute to these findings 
> One expert pointed out that most of the deaths on the melflufen arm occurred early on, after transplantation, but these curves stabilized over time
> Experts call for a head-to-head trial for melflufen vs melphalan to further understand the differences between these alkylating agents


	EPICS: Multiple Myeloma in 2021 and Beyond
	Report Contents
	Meeting Snapshot
	Panel Consisting of 10 US and 1 Canadian Multiple Myeloma�Experts
	Meeting Agenda (Day 1 – September 17, 2021)
	Meeting Agenda (Day 2 – September 18, 2021)
	Updates in Multiple Myeloma
	Pursuing the Cure for Myeloma�Presented by Keith Stewart, MB, ChB�
	Key Insights: Pursuing the Cure for Myeloma
	Immunomodulatory Agents – With Us Since 1999�Presented by Sagar Lonial, MD ��
	Key Insights: Immunomodulatory Agents – With Us Since 1999
	The Evolving Role of Proteasome Inhibitors (PIs)�Presented by Irene Ghobrial, MD���
	Key Insights: The Evolving Role of Proteasome Inhibitors (PIs)
	Monoclonal Anti-CD38�Presented by Thomas Martin, MD����
	Key Insights: Monoclonal Anti-CD38
	CAR T Therapies for the Treatment of MM�Presented by Peter Voorhees, MD �
	Key Insights: CAR T Therapies for the Treatment of MM
	Bispecific Agents for the Treatment of MM�Presented by Craig Hofmeister, MD, MPH�
	Key Insights: Bispecific Agents for the Treatment of MM
	Other Agents on the Horizon in MM and Moving the Needle Forward�Presented by Leif Bergsagel, MD, FASCO��
	Key Insights: Other Agents on the Horizon in MM and Moving the Needle Forward

