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Welcome to this issue on outlining practical strategies for implementing new and evolving
standards of care into the treatment of transplant-ineligible patients with newly diagnosed
multiple myeloma (NDMM). We will summarize the clinical data that supports the use of triplet
and quadruplet regimens in patients with NDMM and correlate patient or disease characteristics
with appropriate triplet or quadruplet regimens in transplant-ineligible disease. We will go on to
identify factors to consider when developing an optimized treatment sequencing strategy for an
individual transplant-ineligible NDMM patient.

Distilling data in frontline treatments and emerging standards of care for patients with
NDMM

Multiple myeloma is a systemic plasma cell malignancy. There were almost 35,000 NDMM
cases and around 12,000 deaths in the year 2021, and this incidence continues to grow.*?
However, the percentage of patients who are surviving the disease beyond five years has more
than doubled in the last two decades and currently stands at about 55.6%.2 The overall median
age of diagnosis is 69 years but is slightly younger in Black adults.® Multiple myeloma is more
common in men and is the most common hematologic malignancy in the Black population,
where it tends to present at an earlier age.®> Myeloma is not one disease. There are between six
to eight subgroups, depending on how they are defined. Genomic changes are present from the
monoclonal gammopathy of undetermined significance (MGUS) stage onward. The MGUS to
active myeloma transition occurs at different time points in different patients and depends on the
interaction of the myeloma cells with the bone marrow microenvironment.*° Patients with
NDMM have different degrees of end-organ damage during their journey of MGUS to active
myeloma.*®

The management strategies and new therapies have improved multiple myeloma survivorship
from a median of 2-3 years to over 10 years during the last two decades.*® For an optimal
response and survival outcome, studies have revealed that the right strategy is extremely
important during the first year following diagnosis.** We have used the same treatment
paradigm for almost two decades, however, this will change as newer cellular therapies and
bispecific antibodies become available.

Today, newly diagnosed patients are categorized as either transplant-ineligible or eligible. The
goal of initial induction therapy is to get patients into as deep a response as possible, with or
without stem cell transplantation, and then move to the maintenance phase, which is geared
towards maintaining that response. Supportive care is also required through the management of
bone health, infection risk, pain management, and overall well-being in patients with NDMM. If
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the disease recurs, patients are de-staged and reassessed to find the best available strategy at
that point in time.

The management plan for patients with NDMM is also dynamic during the early stages of the
disease, with treatment being continuously reassessed and updated as required. A
multidisciplinary approach is common in older patient populations, which is typical in NDMM.
The treatment plan includes monitoring the treatment response along with the safety and
adverse event (AE) profile, while continuously making changes when necessary.

Management of transplant-ineligible multiple myeloma patients

We will likely not classify NDMM as transplant-eligible or ineligible in the next 2-3 years due to
emerging data. However, we may replace this classification with eligible or non-eligible T-cell-
directed therapy. Bispecific T-cell engagers and chimeric antigen receptor T-cell therapy (CAR
T) are both being used in the NDMM transplant-ineligible setting. Transplant ineligibility is
confirmed by the presence of comorbidities and the patient’s performance status to the three-
drug combinations. Either RVd lite [a 35-day cycle of lenalidomide (15 mg, days 1-21) plus
bortezomib (1.3 mg/m? weekly subcutaneously on days 1, 8, 15, and 22), and dexamethasone
(20 mgondays 1, 2, 8, 9, 15, 16, 22, and 23 for patients <75 years, and days 1, 8, 15, and 22
for those >75 years)] for 8 to 12 cycles or until response plateau before patients move on to
maintenance treatment.® Patients who have standard-risk disease only take lenalidomide.” In
high-risk disease, the proteasome inhibitor (Pl) maintenance, bortezomib, is given in addition to
lenalidomide.® Then, for patients who start off on the daratumumab-based triplet regimen, DRd
(daratumumab + lenalidomide + dexamethasone), we continue this treatment.® Once patients
have had a response plateau, the regimen may be tweaked or one of the drugs discontinued,
depending on the patient’s specific situation.®

The RVd (lenalidomide + bortezomib + dexamethasone) data comes from the SWOG777 study,
a phase lll trial, which compared RVd to Rd (lenalidomide and dexamethasone) as induction
therapy for patients without immediate intent for stem cell transplant.® This study showed
superiority of the Pl/immunomodulatory drug (IMiD) induction compared to just Rd induction for
both progression-free survival (PFS) and overall survival (0S).1° Although the median age in
SWOG777 was 63, it validated the use of a three-drug combination for NDMM in the transplant-
ineligible as well as eligible settings.*°

The RVd lite regimen is used in many older patients and was developed at Massachusetts
General Hospital Cancer Center by Elizabeth O'Donnell, MD, and Noopur Raje, MD. They used
a single-arm study with a lower 15 mg dose of lenalidomide, and weekly dosing of bortezomib in
an older patient population with a median age of 73 years.® Results revealed similar response
rates and PFS to SWOG777. The safety data showed good tolerability, even though around
two-thirds of the patients had reversible grade 1 and 2 peripheral neuropathy.®

The DRd combination was an important and relevant study in the older patient population. This
regimen was approved three years ago based on the phase Il MAIA trial that compared the
DRd drug combination to Rd, which at that time was the standard of care for this patient
population.® These patients were an older transplant-ineligible cohort with a median age of 73.°
Overall response rates (ORR) with DRd was 93% with a high proportion of patients getting a
significant partial response or better.® The ORR was still 81% at close to the five-year follow-up
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mark.® At the 56-month median follow-up, the median PFS was not reached for DRd, whereas it
was 34.4 months for Rd.® The median OS had not been reached in either arm at the 56-month
follow-up.® It was statistically significant in favor of DRd at that mark with a hazard ratio of 0.68,
demonstrating that DRd is an effective regimen.® Because the median PFS is still not reached,
this will be a challenging benchmark for the other clinical trials evaluating patients in this
population.

The CEPHEUS trial, which is fully enrolled, is testing the combination of a PI, an anti-CD38
monoclonal antibody, lenalidomide, and dexamethasone in an older patient population
(quadruple therapy).'* CEPHEUS compared the combination of daratumumab with RVd as part
of induction therapy versus RVd induction therapy alone, followed by Rd in both arms.!
Effectively, this study is comparing the SWOG777 regimen versus SWOG777 plus
daratumumab and will look at possibly incorporating daratumumab into the frontline setting.

Another anti-CD38 monoclonal antibody, isatuximab, is being studied in the IMROZ trial. This
study uses isatuximab plus RVd, then maintenance is continued with isatuximab, lenalidomide,
and dexamethasone until relapse or progression.'? The standard of care arm in this study is the
SWOG777 regimen. These trial results will be important for the global myeloma community.

Finally, the CARTITUDE-5 trial is testing RVd as induction therapy, followed by Rd maintenance
versus SWOG777 as the standard of care arm.*®* An experimental arm gave anti-B-cell
maturation antigen antibodies (BCMA)-directed CAR T-cell therapy, cilta-cel, after the RVd
induction treatment.®* BCMA-directed CAR T-cell therapy is quite active in both late relapse and
early relapsed multiple myeloma. Results from these trials will influence our approach to
transplant-ineligible NDMM over the next few years.

Many programs are beginning to incorporate comprehensive geriatric assessments and
partnering with their geriatric-oncology colleagues in evaluating older, frail myeloma patients.
Tanya Wildes, MD, of the University of Nebraska Medical Center has been a champion for older
myeloma patient care, where she and her colleagues evaluate patients with comprehensive
geriatric assessments, and then utilize those attenuated regimens in those patients. We are also
seeing some clinical trials emerge through the US cooperative group mechanism.

Amrita Krishnan, MD, Professor of Medicine at the City of Hope in Los Angeles emphasized that
getting the resources and support to perform geriatric assessments is challenging and like many
geriatric oncology units across the US, the City of Hope geriatric oncology unit is still a work in
progress. While much headway has been made over the last two decades in the treatment
landscape of transplant-ineligible NDMM, more work is needed to increase the number of
geriatric oncology units across the country, and thereby alleviate the burden of NDMM in the
older community.
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