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Parsaclisib Provides Rapid and Durable
Responses in Marginal Zone Lymphoma

In the phase 2 CITADEL-204 trial (NCT03144674), patients
with relapsed or refractory marginal zone lymphoma (MZL)
who were treated with parsaclisib monotherapy demonstrated
rapid and durable clinical responses.

One hundred patients were evaluated; they experienced an
objective response rate (ORR) of 58.3%, duration of response
of 12.2 months, and a median progression-free survival of
16.5 months. Parsaclisib proved to induce rapid and durable
responses among patients naive to Bruton tyrosine kinase (BTK)
inhibitor therapy, and ORRs were comparable among patients
with nodal, extranodal, and splenic MZL.

Information was presented from the BTK inhibitor-naive
cohort of the study, in which patients were allocated 1:1 to a
weekly dosing group (n =28) and a daily dosing group (n=72).
Patients in the weekly group received 20 mg of parsaclisib daily
for 8 weeks followed by 20 mg once weekly, and patients in
the daily group received 20 mg of parsaclisib daily for 8 weeks
followed by 2.5 mg once daily.

The ORR was 58.0% (95% CI,47.7%-67.8%) for all pa-
tients and 58.3% (95 % CI,46.1%-69.8 %) for the daily group;
ORR by investigator assessment was 72.0% and 69.4%,
respectively. In all 81 evaluable patients, there was regression of
target lesions or spleen, and 67 of those had greater than 50%
reduction as the best percentage change from baseline.

— For the full article, visit cancernetwork.com/ASH21_CITADEL-204

Tafasitamab and Lenalidomide Combo Yields
Higher 0S vs Standard Options in Relapsed/
Refractory DLBCL

Treatment with tafasitamab (Monjuvi) and lenalidomide
(Revlimid) provided an overall survival (OS) benefit vs stan-
dard options in a population of patients with autologous stem
cell transplant-ineligible relapsed/refractory diffuse large B-cell
lymphoma (DLBCL), according to findings from an expanded
analysis of the RE-MIND?2 study (NCT04697160).

There was a statistically significant 56 % reduction in the risk
of death with tafasitamab plus lenalidomide compared with
either polatuzumab vedotin (Polivy) plus bendamustine and
rituximab (Rituxan; Pola-BR) or rituximab plus lenalidomide
(R2). OS data were similar with tafasitamab plus lenalidomide
and chimeric antigen receptor (CAR)-modified T-cell therapies.

For the observational retrospective cohort study, data from
the L-MIND trial (NCT02399085) were matched and com-
pared with real-world data, for which the cohorts contained 24,
33,and 37 patient pairs each for tafasitamab plus lenalidomide
vseither Pola-BR,R2,and CAR T cells, respectively. The median
follow-up duration in L-MIND for tafasitamab plus lenalido-
mide was 32 months. The median follow-up was 16.6 months,
13.4 months, and 10.2 months in the Pola-BR, R2, and CAR
T-cell therapy cohorts, respectively.

The median OS with tafasitamab plus lenalidomide was
20.1 months compared with 7.2 months with Pola-BR in
matched patients with DLBCL (HR, 0.441; 95% CI, 0.203-
0.956; P = .0340). In the CAR T-cell comparison, the median
OS was 22.5 months with tafasitamab plus lenalidomide com-
pared with 15.0 months (HR, 0.953; 95% CI, 0.475-1.913;
P =.8915). The median OS was 24.5 months with tafasitamab
plus lenalidomide vs 7.4 months with R2 in the real-world set-
ting (HR, 0.435; 95% CI, 0.224-0.847; P = .0122).

— For the full article, visit cancernetwork.com/ASH21_tafasitamab

First-line Axi-Cel Yields
Rapid Response in Large B-Cell Lymphoma

In the phase 2 ZUMA-12 trial (NCT03761056), patients with
high-risk large B-cell lymphoma treated with axicabtagene
ciloleucel (axi-cel; Yescarta) demonstrated rapid and durable
responses in the first-line setting, with a high objective response
rate of 89% and a complete response (CR) rate of 78 %.

With a median follow-up of 17.4 months (range, 6.0-26.7),
investigators found amongall treated patients (n = 40) an overall
response rate (ORR) of 90% (95% CI, 76 %-97 %) and a com-
plete response (CR) rate of 80% (95% CI,64%-91%). Among
efficacy evaluable patients (n = 37) with a median follow-up
of 15.9 months (range, 6.0-26.7), objective response rate was
89% (95% CI, 75%-97%) and the CR rate was 78% (95%
CI, 62%-90%). The median overall survival was 24.5 months.

Patients received 30 mg/m? of fludarabine and 500 mg/m? of
cyclophosphamide intravenously on days -5, -4, and -3. On
day 0, patients were given 2 x 10° of axi-cel chimeric antigen
receptor T cells/kg intravenously.

All patients experienced any-grade adverse events (AEs), with
grade 3 or higher AEs in 85%. Cytokine release syndrome of
grade 3 occurred in 8% of patients. Neurologic events occurred
in 73% of patients.

— For the full article, visit cancernetwork.com/ASH21_axi-cel
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Sustained Survival Benefit Seen With Oral
Azacitidine as Maintenance Therapy for AML
in First Remission

Maintenance treatment with oral azacitidine for patients with
acute myeloid leukemia (AML) in first remission after intensive
chemotherapy sustained a survival benefit over placebo,accord-
ing to updated results from the phase 3 QUAZAR AML-001
trial (NCT01757535).

At a median follow-up of 51.7 months, the median overall
survival (OS) with oral azacitidine was 24.7 months (95 % CI,
18.7-30.5) vs 14.8 months (95% CI, 11.7-17.6) with placebo
(HR, 0.69; 95% CI, 0.56-0.86; P = .0008). The 3-year OS
rates in the investigative and control arms were 37.4% and
27.9%, respectively; these rates at 5 years were 26.2% and
19.2%, respectively.

The data cutoff for the primary analysis was July 2019.
Results showed that at a median follow-up of 41.2 months,
oral azacitidine significantly prolonged OS vs placebo, with
medians of 24.7 months (95% CI,18.7-30.5) and 14.8 months
(95% CI,11.7-17.6), respectively (P <.001).

In the most recent analysis, at a cutoff of September 2020,
22.7% of patients in the investigative arm were alive and in
follow-up vs 15.0% of those in the control arm.

Additional data showed that there was a 9.5 % improvement
in OS at 3 years with the hypomethylating agent vs placebo, as
37.4% of patients in the investigative arm were alive at that
time point vs 27.9% of those in the placebo arm. The 5-year
OS rates with oral azacitidine and placebo were 26.2% and
19.2%, respectively, translating to an improvement of 7.0%
with the hypomethylating agent.

— For the full article, visit cancernetwork.com/ASH21_azacitidine

Patients With Chronic-Phase CML Achieved
Deeper, More Durable Molecular Responses
With Asciminib vs Bosutinib

Chronic-phase chronic myeloid leukemia (CP-CML) treat-
ed with asciminib (Scemblix) was more likely to reach major
molecular response (MMR) vs bosutinib (Bosulif) without any
new or worsening adverse effects (AEs), according to updated
findings from the phase 3 ASCEMBL trial (NCT03106779).

At a median follow-up of 19.2 months, the MMR rate at 48
weeks was 29.3% with asciminib vs 13.2% with bosutinib,
reflecting a 16.1% difference in favor of asciminib. Moreover,
the BCR-ABLIIS rate of 1% or less was higher with asciminib

vs bosutinib, at 42.3% vs 19.4%, respectively.

ASCEMBL enrolled 233 patients with CP-CML who had
been previously treated with at least 2 tyrosine kinase inhibi-
tors (TKIs) and had failed or were intolerant to their prior TKI.
Patients were randomized 2:1 to receive 40 mg of asciminib
twice daily (n = 157) or 500 mg of bosutinib once daily (n =
76) for at least 96 weeks.

Updated analyses, which were performed after all patients
had received at least 48 weeks of treatment or discontinued
earlier, showed that treatment was ongoing in more than dou-
ble the percentage of patients receiving asciminib vs bosutinib,
at 56.7% vs 22.4%.

Additional findings showed that asciminib led to higher
week-48 MMR rates vs bosutinib across lines of therapy. The
cumulative incidence and duration of MMR was also consis-
tently higher with asciminib vs bosutinib. The 24-week MMR
rates were 25.0% with asciminib vs 11.9% with bosutinib;
the 48-week MMR rates were 33.2% vs 18.6%, respectively.

Moreover, fewer grade 3 or greater AEs (50.6% vs 60.5%)
and AEs leading to treatment discontinuation (5.8 % vs 21.1%)
were reported with asciminib vs bosutinib, respectively. The
primary reasons for treatment discontinuation in the asciminib
vs bosutinib arms were lack of efficacy (23.6% vs 35.5%,
respectively) and AEs (5.7% vs 23.7%, respectively).

— For the full article, visit cancernetwork.com/ASH21_asciminib

Adding Ublituximab and Umbralisib to Ibrutinib
Produced Strong Undetectable MRD Rate in CLL

Deep remissions and favorable tolerability were seen when ub-
lituximab and umbralisib (Ukoniq; U2) were added to ibrutinib
(Imbruvica) for treating patients with chronic lymphocytic leu-
kemia (CLL) who still had detectable minimal residual disease
(MRD) after prior ibrutinib treatment, according to results from
a phase 2 trial (NCT04016805).

Results indicated that 77% of those who went on to receive
the triplet combination achieved undetectable MRD. More-
over, 4% of patients came off treatment after 24 cycles and
continued to have undetectable MRD. Nineteen percent of
patients remain on therapy with detectable MRD, with the
possibility of achieving undetectable levels. The median time
to undetectable MRD achievement was 7.4 months (95% CI,
4.6-10.2).

The median time in treatment-free observation was 11
months, and the median time to first undetectable MRD was
6 months. Of the 17 patients who stopped therapy, 53 % con-
tinue to have undetectable MRD.
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The most frequently reported grade 3 or 4 toxicity was
hypertension (7%), diarrhea (4%), increased alanine ami-
notransferase or aspartate aminotransferase (4%), and
COVID-19 (4%). Two patients discontinued all treatment
because of toxicities, with both having undetectable MRD
status at the time of discontinuation.

Investigators continue to enroll patients to the trial. Other
cohorts will explore the addition of U2 to agents like acalabru-
tinib (Calquence) or venetoclax (Venclexta).

For the full article, visit cancernetwork.com/ASH21_ublituximab

Updated CAPTIVATE Data Continue to Show
Benefit of Fixed-Duration Ibrutinib-Venetoclax
in First-Line CLL

Results of the phase 2 CAPTIVATE trial (NCT02910583)
showed that use of ibrutinib (Imbruvica) plus venetoclax (Ven-
clexta) in the first-line setting for patients with previously un-
treated chronic lymphocytic leukemia (CLL) compared with
the placebo continued to result in responses that were deep
and durable. Continuous therapy in certain patients based on
minimal residual disease (MRD) data showed benefit, as did
fixed-duration therapy.

After 12 cycles, patients with confirmed undetectable MRD
(uMRD) were randomized to placebo (n = 43) or ibrutinib (n
=43) and those without uMRD to either ibrutinib (n = 31) or
ibrutinib plus venetoclax (n = 32).

In patients with confirmed uMRD post randomization,
2-year disease-free survival rates remained unchanged at 95%
in the placebo arm and 100% with ibrutinib, for a 4.7% dif-
ference (95% CI,—1.6 to 10.9; overall log-rank P = .1573).

At a median follow-up of 38 months, the 36-month pro-
gression-free survival (PFS) rate in the confirmed uMRD
population was 95.3% (95% CI, 82.7%-98.8%) in patients
who received placebo and 100% in those assigned to ibrutinib
(95% CI,100%-100%).

In patients without confirmed uMRD, improvements in
uMRD rates and in rates of complete response (CR) and CR
with incomplete bone marrow recovery were greater with
ibrutinib plus venetoclax compared with ibrutinib alone post
randomization. The 36-month PFS rates among those patients

following randomization were 96.7 % in both the ibrutinib (n
=31) and ibrutinib plus venetoclax (n = 32) arms.

Grade 3 or higher adverse events (AEs) were infrequent
across randomized arms, with the exception of neutropenia.
With median study follow-up of 38 months, AEs remained con-
sistent with known profiles for single agent ibrutinib and vene-
toclax. With up to 48 months of treatment, 13% of patients
had discontinued ibrutinib or venetoclax due to AEs, with no
new safety signals emerging in the additional follow-up.

— For the full article, visit cancernetwork.com/ASH21_CAPTIVATE

MRD-Guided Ibrutinib Plus Venetoclax: Feasible
Treatment Option for Relapsed/Refractory CLL

Minimal residual disease (MRD)-guided ibrutinib (Imbru-
vica) plus venetoclax (Venclexta) demonstrated feasibility as
an approach for treating relapsed/refractory chronic lympho-
cytic leukemia (CLL), according to data from the randomized
phase 2 VISION HO141 trial (NCT03226301).

Patients received 2 ibrutinib lead-in cycles, then a venetoclax
ramp-up during the third cycle. After the first 15 cycles of treat-
ment, MRD was assessed, with ibrutinib maintenance given
to those who did not achieve undetectable MRD (uMRD).
Patients who achieved at least partial remission and uMRD
in both peripheral blood and bone marrow samples at cycle
15 were randomized 1:2 between continuing ibrutinib main-
tenance (arm A; n = 24) or observation (arm B; n = 48).

At 27 months, 71% of the patients in arm B had uMRD in
peripheral blood and 54% in bone marrow compared with
75% and 63% in arm A, respectively.

Moreover, at 27 months, 29% of patients in the nonran-
domized ibrutinib arm achieved uMRD in peripheral blood
and 13% in bone marrow. The study met the primary end
point, with most patients being progression free at 27 months.

For patients who achieved uMRD at cycle 15 and remained
onibrutinib maintenance, no disease progression was reported,
with an overall survival rate of 100% at month 27. Although
there were some progressors in the group who did not achieve
uMRD and continued ibrutinib, the OS rate at 27 months
was 92%.

— For the full article, visit cancernetwork.com/ASH21_VISION

Read this and more online at www.cancernetwork.com/conference
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Ixazomib/Daratumumab Without Dexamethasone
Shows Favorable Safety in High-Frailty Relapsed
Myeloma

The phase 2 IDARA trial (NCT03757221) of the combina-
tion of daratumumab (Darzalex) plus ixazomib (Ninlaro)
without dexamethasone demonstrated safety and prelim-
inary efficacy of the combination in frail, elderly patients
with relapsed or refractory multiple myeloma.

In all patients evaluable for response (n = 50), the overall
response rate (ORR), composed of partial responses or
better, was 72 %3 24 % of patients overall achieved a very
good partial response (VGPR) or better. In the lenalido-
mide-refractory group (n = 16), the ORR was 75% with
VGPRs in 38%.

Atamedian follow-up of 7.6 months, the median progres-
sion-free survival was 16 months (95% CI, 9.9-undefined).
Overall survival has yet to be determined.

There were 2 treatment-related deaths, 1 from dara-
tumumab-related bronchospasm and 1 from ixazomib
overdose. Other deaths occurred due to infection (7%),
disease progression (5 %), and second primary malignancy
(2%). Grade 3 or higher adverse effects occurred in 23
patients (52%).

— For the full article, visit cancernetwork.com/ASH21_ixazomib

MRD Negativity Improved With Isatuximab
Plus RVd in Transplant-Eligible Newly
Diagnosed Myeloma

The phase 3 GMMG-HD?7 trial (NCT03617731) yielded
results of superior minimal residual disease (MRD) when
isatuximab (Sarclisa) was added to lenalidomide (Revlim-
id), bortezomib (Velcade), and dexamethasone (Isa-RVd)
compared with RVd for transplant-eligible newly diagnosed
multiple myeloma.

Patients who received Isa-RVd (n=331) achieved a MRD
negativity rate of 50.1% at the end of induction therapy vs
35.6% in those who were given RVd alone (n = 329; odds
ratio, 1.83;95% CI,1.34-2.51; P <.001). Consistent benefit
favoring the isatuximab regimen was observed across all
clinically relevant subsets.

The addition of isatuximab to RVd did not significantly
impact the safety profile or dose intensity of RVd. Results
showed that 63.6% of patients who received the isatuximab
regimen (n = 330) experienced an any-grade adverse effect vs

61.3% of those who received RVd (n = 328). Additionally,
in the investigative and control arms, 34.8% and 36.3%
of patients, respectively, reported a serious toxicity with
treatment. Four deaths (1.2%) were reported on the Isa-RVd
arm vs 8 (2.4%) on the RVd arm.

Furthermore, 26.4% of patients on the investigative arm
experienced leukocytopenia or neutropenia vs 9.1% in the
control arm. Four patients on the Isa-RVd arm reported
infusion-related reactions.

— For the full article, visit cancernetwork.com/ASH21_isatuximab

Selinexor/D-Vd Combo Yields Promising
Responses and Safety Profile in Relapsed/
Refractory Myeloma

A combination of selinexor (Xpovio) plus daratumumab
(Darzalex), bortezomib (Velcade), and dexamethasone
(D-Vd) yielded positive responses and safety findings in
a population of patients with relapsed multiple myeloma,
according to the open-label, multicenter phase 2 GEM-
SELIBORDARA trial (NCT03589222).

To analyze the effects of D-Vd and selinexor as a com-
bination, investigators treated 57 patients from July 2018
to March 2021. The study was split into 2 parts. Part 1 ex-
amined 24 patients with 3 or more prior lines of treatment
who were previously treated with a proteasome inhibitor
and immunomodulatory drugs and were either refractory
to their last therapy or double refractory. Part 2 looked at
33 patients with relapsed/refractory multiple myeloma who
had 1 or more prior lines of treatment.

The overall response rate (ORR) in part 1 was 50%.
A total of 3 patients (12%) achieved complete response/
stringent complete response (CR/sCR). At a median fol-
low-up of 28.3 months, 18 patients had discontinued treat-
ment (14 due to disease progression). The median progres-
sion-free survival (PFS) was 7.1 (95% CI, 3.4-20.0) and
median overall survival (OS) was 27.5 months (95% CI,
10.6 to not evaluable [NE]).

At a median follow-up of 9.8 months, 8 patients in part 2
had discontinued treatment (5 due to disease progression).
The ORR was 82% and 8 patients (24 %) achieved CR/
sCR. Median PFS was not yet reached (95% CI, 12.1-NE),
while the median PFS in lenalidomide-refractory patients
included in this part (n = 15) was 12.1 months. Median OS
was also not yet reached (95% CI, NE-NE).

— For the full article, visit cancernetwork.com/ASH21_selinexor
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CAR T-CELL THERAPY

Liso-Cel Results in Long-Lasting Responses
in Relapsed/Refractory B-Cell Lymphomas

Lisocabtagene maraleucel (liso-cel; Breyanzi) yielded du-
rable, efficacious responses in a population of patients with
relapsed/refractory large B-cell lymphomas, according to
2-year follow-up data of the phase 1 TRANSCEND NHL 001
study (NCT02631044).

Updated study findings indicated that patients treated with
liso-cel had a probability of continued response at 2 years of
49.5% (95% CI1,41.4%-57.0%), with a median follow-up of
23.0 months (95% CI,22.8-23.1). Patients had a median dura-
tion of response of 23.1 months (95% CI, 8.6 to not reached).
Notably, no patients had relapsed after 23 months on the trial.

At 2 years, the progression-free survival (PFS) rate was
40.6% (95% ClI, 34.0%-47.2%) with a median follow-up of
23.9 months (95% CI,23.7-24.0). Moreover, the median PFS
was 6.8 months (95% CI, 3.3-12.7).

The median overall survival was 27.3 months (95% CI,
16.2-45.6). Three deaths were reported after 45 months, with
2 patients experiencing deaths due to unknown causes at
45 and 48 months. Additionally, 1 patient died at 46 months
due to disease progression. At 24 months, chimeric anti-
gen receptor (CAR) T-cell persistence was 37%, indicating
that CAR T cells were present in peripheral blood for up to
48 months following infusion.

Investigators reported an incidence of any-grade and grade
3/4 cytokine release syndrome of 42% and 2%, respectively.
Additionally, the incidence of any-grade and grade 3 or higher
neurologic adverse effects was 30% and 10%, respectively.

— For the full article, visit cancernetwork.com/ASH21_liso-cel

Tisagenlecleucel Yields Clinical Improvements
in Relapsed/Refractory Follicular Lymphoma

Patients with relapsed or refractory follicular lymphoma who
were treated with 2 or more prior lines of therapy and then given
tisagenlecleucel (Kymriah) saw an improvement in overall re-
sponse rate (ORR) and complete responses (CRs), according to
a 12-month follow-up extended analysis of the phase 2 ELARA
trial (NCT03568461).

Among the 94 efficacy-evaluable patients, the ORR was
86.2% (95% CI,77.5%-92.4%) and the CR rate was 69.1%
(95% CI,58.8%-78.3%).The 12-month progression-free sur-
vival (PFS) rate was 67.0% (95% CI, 56.0%-75.8%) and the
9-month duration of response (DOR) rate was 76.0% (95%

CI, 64.6%-84.2%). Notably, among patients who achieved a
CR, the 12-month PFS rate was 85.5% (95% CI, 74%-92%)
and the estimated 9-month DOR was 86.5% (95% CI, 75%-
93%). The median follow-up was 17 months (range, 10-26).

At a longer follow-up of 21 months, the median PFS was
29.5 months (95% CI, 17.9 to not evaluable).

In patients who received at least 3 prior lines of therapy (n
= 70) the CR, ORR, and 12-month PFS rates were 72.9%,
88.6%, and 69.4%, respectively. Among patients previously
treated with at least 4 lines of therapy (n = 51) the CR, ORR,
and 12-month PFS rates were 72.6%, 88.2%, and 68.5%,
respectively. Patients who received at least 5 prior lines of
therapy (n =27) had a CR of 59.3%, an ORR of 85.2%, and
a 12-month PFS rate of 59.6%.

— For the full article, visit cancernetwork.com/ASH21_FL

Single-Infusion Cilta-cel Produces Strong
Response Rate in Heavily Pretreated Myeloma
Refractory to Lenalidomide

A single infusion of ciltacabtagene autoleucel (cilta-cel) for
patients with multiple myeloma who were lenalidomide
(Revlimid) refractory and had undergone a median of 2 pre-
vious lines of therapy produced a strong overall response rate
of 95%, according to results from cohort A of the phase 2
CARTITUDE-2 trial (NCT04133636).

At a median follow-up of 14.3 months (range, 3.3-19.0),
the CAR T-cell therapy elicited responses in 19 of 20 patients
(95% CI, 75.1%-99.9%). Of those who responded to treat-
ment, 85% (95% CI, 62.1%-96.8%) achieved a complete
response or better, and 90% (95% CI, 68.3%-98.8%) expe-
rienced a very good partial response or better.

Additional data indicated that the median time to first re-
sponse with cilta-cel was 1.0 months (range, 0.7-3.3) and the
median time to best response was 2.6 months (range, 0.9-7.9).

Moreover, the progression-free survival rate at 6 months was
95% (95% CI, 69.5%-99.3%) with the CAR T-cell product;
at 12 months, this rate was 84% (95% CI, 59.1%-94.7%).

The incidence of initial grade 3 or 4 toxicities that did not
recover to at least grade 2 severity by day 60 was 20% for
neutropenia, 15 % for thrombocytopenia, and 5% for lymph-
openia. Additionally, 95% of patients experienced cytokine
release syndrome (CRS); with 2 of these patients had grade
3 or 4 CRS. The median time to CRS onset in these patients
was 7 days (range, 5-9) and the median duration was 4 days
(range,2-11).m

— For the full article, visit cancernetwork.com/ASH21_CARTITUDE-2
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Introduction

Multiple myeloma (MM), the second
most common hematologic malignancy
worldwide, is characterized by the pro-
liferation of malignant plasma cells in
the bone marrow.!? Despite active treat-
ments and high response rates to initial
therapy, patients diagnosed with MM
usually relapse and require further treat-
ment.>* Optimizing treatment strategies
is crucial for improved patient outcomes
and quality of life.>*

Over the past 10 to 15 years,
increased understanding of the biology
of MM has led to the development of
novel therapies, including immunomod-
ulatory drugs, proteosome inhibitors
(PIs), monoclonal antibodies (mAbs),
bispecific antibodies, antibody-drug
conjugates, small molecule inhibitors,
and chimeric antigen receptor (CAR)
T-cell therapies.*® These new therapies
have prolonged the life expectancy of
patients with MM, particularly when
these therapeutics are incorporated into
treatment regimens before or after the
autologous stem cell transplantation
(ASCT) in eligible patients.

Patients with newly diagnosed MM
usually receive combination induction
therapy thatincludes a PI,immunomod-
ulatory agent, and corticosteroid with
or without an anti-CD38 monoclonal
antibody followed by an ASCT and
maintenance therapy. 7 For patients
who are not candidates for ASCT, a
triplet regimen is preferred followed
by maintenance therapy. In cases of
very frail patients who cannot tolerate
triplet therapy, doublet regimens are
considered initially and the third
drug may be added to the regimen if
the performance status of the patient
improves.>’

The implementation of mainte-
nance therapy varies by country based
on drug availability and approval.®
Improved progression-free and over-
all survival have been demonstrated

when patients receive maintenance vs
no maintenance therapy.’ Single-agent
lenalidomide is most commonly used
and a preferred, category 1 mainte-
nance regimen is recommended by
the National Comprehensive Cancer
Network (NCCN)
progression.”

until disease

Addressing Disparities

in MM Care

Inequality across different ethnic and
racial groups in cancer care is well doc-
umented, and reducing racial and ethnic
disparities is an important unmet need.*°

One factor contributing to racial/
ethnic disparities in outcomes for
patients with MM is the differential use
of anti-myeloma therapy backbones and
ASCT.':12 According to the Surveillance
Epidemiology and End Results data
from 2007 to 2013, lenalidomide use
among Black patients was significant-
ly lower compared with that of White
patients (P < .01).!2 Similarly, thalido-
mide use was higher among Hispanic
and Asian individuals (P < .01), and
bortezomib use was lower among Asian
patients (P < .01). Early use of ASCT
demonstrated prolonged survival in
patients with MM; however, Black and
Hispanic patients were less likely to
receive ASCT within the first year of a
diagnosis of MM, and Hispanic patients
had the lowest utilization of ASCT when
compared with those of other ethnic/
racial backgrounds (P < .01).'%!2 The
time from diagnosis to novel therapy
initiation was also longer in Black and
Hispanic patients vs White patients
(median, 5.2 and 4.6 vs 2.7 months,
respectively).!!

The approval of novel medications
resulted in superior response and
survival rates in patients with MM
However, the cost of MM therapy
continues to increase, leading to a
cumulative financial burden on patients
who have multiple relapses during the
course of their disease.!> The cost of

MM care is particularly high among
minority groups. Based on an analysis
representing patients with MM from
1991 to 2010, claims for drugs during
the initial 6 months after diagnosis
gradually increased among Hispanic
individuals (P < .001), whereas claims
for total cost of care increased most
among Black populations (P < .001)
when compared with White patients.'
Drug claims at any time after MM
diagnosis were significantly higher
among Hispanic ($5400), Asian ($4700),
and Black ($3900) patients when
compared with White individuals
($3300; P <.001). The median total cost
of care any time after MM diagnosis was
highest, although statistically not signif-
icant, in Hispanic patients ($62,100).

Racial and ethnic disparities also exist
in clinical trial enrollment. Between July
2008 and June 2013, 56.6% of clinical
trials leading to cancer drug approvals
reported race as compared with 67.1%
of those conducted between July 2013
and June 2018 (P=.09)." The percent-
ages of clinical trials reporting subgroup
analyses during these time periods were
16.1% vs 30.2%, respectively (P=.03).
Black and Hispanic participants were
underrepresented in clinical trials when
compared with their expected per-
centage based on cancer incidence and
mortality rate in the United States (22 %
and 44 %, respectively), whereas Asian
patients were overrepresented (438%),
and, among White patients, clinical
trial enrollment occurred at almost the
expected rate (98%).

It is critically important to address
these disparities. Several organizations,
including the American Medical As-
sociation and the American Society of
Clinical Oncology, have ongoing pro-
grams that advocate for equal access
to treatment and other resources (eg,
clinical trial enrollment), work towards
eliminating structural barriers that in-
crease disparities in cancer care,and sup-
port a diverse oncology workforce and
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members who are committed to address-
ing equity in healthcare.!*!'$ Addressing
disparities in health care will allow for
patient-centered, equitable care that will
not only improve the quality of medical
management but also will result in better
overall health of the population.

Treating Early Relapse

Despite effective treatment regimens,
patients with MM often experience
multiple relapses.>*!” Based on the
International Myeloma Working Group
and NCCN guidelines for MM, selec-
tion of appropriate therapy at first
relapse depends on several factors.
When choosing a treatment regimen
for relapsed or refractory (R/R) MM,
many factors should be considered,
including (1) disease-related factors (eg,
nature of relapse, disease burden); (2)
treatment-related factors (eg, exposure
to different classes of agents, number of
prior lines of therapy, depth and dura-
tion of response or resistance to previous
therapy, treatment-related toxicity); and
(3) patient-related factors (eg, age/frailty,
history of renal insufficiency, cardiac
disease, or hepatic impairment in addi-
tion to patient preference). Treatment is
indicated if there is clinical relapse (ie,
development of hypercalcemia, renal
insufficiency, anemia, new bone lesions)
as opposed to biochemical progression
only.”?° In patients who underwent
ASCT during initial treatment and had
adurable response or stable disease, sec-
ond transplantation can be considered.”
In the case of slow biochemical progres-
sion (ie,indolent relapse), alternatives to
salvage therapy include increasing the
dose of maintenance therapy or add-
ing steroids for patients without high-
risk disease.?!

Lenalidomide is generally part of
the frontline induction regimen; it is
later used for maintenance as a single
agent. In this case, response to lenalid-
omide drives treatment selection at first
relapse. In patients with lenalidomide-

refractory disease, treatment with a PI-
based combination with an anti-CD38
mAD (eg, daratumumab, isatuximab) or
the second-generation immunomodula-
tory agent pomalidomide is preferred.®”
Patients who experience first relapse
after receiving bortezomib-based front-
line therapy without lenalidomide
maintenance, or at 6 months or later
after completion of lenalidomide-based
frontline therapy, are considered not
considered to be refractory to lena-
lidomide. These patients can receive
lenalidomide as part of the second-line

regimen (Figure 1).%7

Venetoclax is a selective, potent BCL2
inhibitor that has shown activity in MM
patients with t(11;14) translocations.??
In the phase 3 BELLINI trial, veneto-
clax combined with bortezomib and
dexamethasone (VenVd) demonstrated
superior efficacy compared with pla-
cebo plus Vd in patients with t(11;14)
R/R MM who had received 1 to 3 prior
therapies and had Pl-sensitive or -naive
disease (median PFS, 36.8 vs 9.3 months,
respectively; hazard ratio [HR], 0.12;
95% CI, 0.03-0.44; P = .0014).%° The

FIGURE 1. Treatment Selection at First Relapse in Patients With

Multiple Myeloma®’

First relapse

Not refractory to lenalidomide

Preferred option:
Dara-Rd or KRd

If Dara, Isa, or K
are not available:

Refractory to lenalidomide

Preferred option: W Ajternative options:

Dara-Vd

Kd
Other recommended
options:

KPd
Dara-Pd
IPd

If Dara, Isa, K, or P
are not available:

Dara-Kd, daratumumab plus carfilzomib plus dexamethasone; Dara-Pd, daratumumab plus po-
malidomide plus dexamethasone; Dara-Rd, daratumumab plus lenalidomide plus dexamethasone;
Dara-Vd, daratumumab plus bortezomib plus dexamethasone; Elo-Rd, elotuzumab plus lenalidomide
plus dexamethasone; IPd, ixazomib plus pomalidomide plus dexamethasone; IRd, ixazomib plus
lenalidomide plus dexamethasone; Isa, isatuximab; Isa-Kd, isatuximab plus carfilzomib plus dexa-
methasone; K, carfilzomib; Kd, carfilzomib plus dexamethasone; KPd, carfilzomib plus pomalidomide
plus dexamethasone; KRd, carfilzomib plus lenalidomide plus dexamethasone; P, pomalidomide; PVd,
pomalidomide plus bortezomib plus dexamethasone; Rd, lenalidomide plus dexamethasone; SVd,
selinexor plus bortezomib plus dexamethasone; VCd, bortezomib plus cyclophosphamide plus dexa-
methasone; Vd, bortezomib plus dexamethasone; VMP, bortezomib plus melphalan plus prednisone;
VTd, bortezomib plus thalidomide plus dexamethasone.
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median OS was not reached in either
arm (HR, 0.61; 95% CI, 0.16-2.32;
P =.4654). The most common treat-
ment-emergent adverse events (TEAEs)
in the venetoclax vs placebo arms,
respectively, included diarrhea (60%
vs 50%), nausea (38% vs 23%),
constipation (35% vs 31%),and fatigue
(33% vs 32%).

Treating Triple Class—Refractory
or Penta-Refractory MM

Despite the availability of multiple novel
therapeutic agents, most patients with
MM experience disease relapse and
become refractory to these agents.
Patients with MM refractory to lena-
lidomide, pomalidomide, bortezomib,
carfilzomib, and anti-CD38 mAbs
have penta-refractory or triple class—
refractory disease (refractory to PIs,
immunomodulatory agents, and
mAbs).?* These patients have poor prog-
nosis, with OS of less than a year and
response rates to subsequent therapies
of 20% to 30%.%5%

Several novel agents recently
received approval for the treatment of
triple class—refractory MM. Selinexor
(Sel) is a selective inhibitor of XPO1,
an export receptor overexpressed in
myeloma cells that induces antitu-
mor actions, such as cell-cycle arrest
and apoptosis.?® Selinexor has been
approved in combination with dexa-
methasone (Sel-d) for the treatment
of adult patients with triple class—
refractory MM and in combination
with bortezomib and dexamethasone
(Sel-Vd) for the treatment of adult pa-
tients with MM who had received at
least 1 prior therapy.? In the phase 2
STORM trial, Sel-d resulted in an over-
all response rate (ORR) of 26 %, with
a median duration of response (DOR)
of 4.4 months, median PFS of 3.7
months, and median OS of 8.6 months
in patients with triple class-refracto-
ry, R/R MM.2 Thrombocytopenia (any
grade, 73%; grade 3/4, 58 %) was the

TABLE 1. Clinical Trials Investigating BCMA-Targeted CAR

T-Cell Therapy in R/R MM“°-42

Prior lines of therapy

KaRMMa+*°

CARTITUDE-14'42

N =128 N =97

> 3 (median, 6) > 3 (median, 6)

Phase 2 1b/2
CAR T-cell product ide-cel cilta-cel
Triple-class refractory population, % 84 88
Pentarefractory population, % 26 42
ORR, % 73 97.9
CR or sCR, % 33 83
Median DOR, months 10.9 NE
Median PFS, months 8.6 NR
Median 0S, months 24.8 NR
24-mo PFS, % — 60.5
24-mo 0S, % 51 74
CRS, % 84 95
Grade = 3 CRS, % 5 4
Neurotoxicities, % 18 21
Grade = 3 neurotoxicities, % 4 9

CAR, chimeric antigen receptor; cilta-cel, ciltacabtagene autoleucel; CR, complete response;
CRS, cytokine release syndrome; DOR, duration of response; HD, highest dose; ide-cel, ide-
cabtagene vicleucel; NE, not estimable; NR, not reached; ORR, overall response rate; OS, overall
survival; PFS, progression-free survival; R/R MM, relapsed/refractory multiple myeloma; sCR;

stringent complete response.

most common hematologic AE noted.
Fatigue, nausea, and decreased appe-
tite were the most common nonhema-
tologic toxicities, and grade 3 events
were reported in approximately 25 %
of patients.

In the phase 3 BOSTON trial, the
Sel-Vd regimen had a significant benefit
in PFS compared with the Vd regimen
in patients with R/R MM who were
Pl-refractory or -sensitive (median PFS,
13.93 vs 9.46 months, respectively; HR,
0.70; P = .0075).>° The ORR was also
higher in the Sel-Vd arm vs the Vd arm
(76.4% vs 62.3%; P = .0012). Medi-
an OS was not reached vs 25 months,

respectively (HR, 0.84; P = .19). The
most common AEs noted with Sel-Vd vs
Vdincluded thrombocytopenia (35.9%
vs 15.2%), fatigue (11.3% vs 0.5%),and
nausea (7.7% vs 0%). Rates of periph-
eral neuropathy, an AE associated with
prolonged bortezomib use, were signifi-
cantly lower with Sel-Vd vs Vd (grade >
2,21.0% vs 34.3%; P =.0013). Patients
receiving selinexor should receive pro-
phylactic antiemetics and have platelet/
neutrophil counts monitored during the
course of therapy; dose interruptions
and/or reductions can help in managing
hematologic AEs and gastrointestinal
toxicity associated with this agent.?”’
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Belantamab mafodotin (belamaf)
is an ADC that targets BCMA. It is
approved by the United States Food
and Drug Administration (FDA) for
patients with R/R MM who have
received at least 4 prior therapies,
including an anti-CD38 mAb, a PI, and
an immunomodulatory agent.?! The
phase 2 DREAMM-2 trial enrolled
patients with R/R MM refractory to
both Immunomodulatory and PIs
who were refractory and/or intolerant
to an anti-CD38 mAb.* Patients were
randomized 1:1 to receive 2.5 mg/kg
or 3.4 mg/kg of belamaf every 3 weeks
until disease progression or unaccept-
able toxicity occurred. The ORR was
31% in the 2.5-mg/kg cohort and 35%
in the 3.4-mg/kg cohort.’* Median PFS
was 2.8 months vs 3.9 months, respec-
tively, and the median DOR was not
reached vs 6.2 months, respectively. The
most common grade 3 or greater AEs in
the 2.5-mg/kg cohort vs the 3.4-mg/kg
cohort, respectively, were keratopa-
thy (29% vs 24%), thrombocytopenia

(21% vs 32%), anemia (20% vs 27 %),
pneumonia (6% vs 13%), and neutro-
penia (11% vs 16%). Belamaf, which
carries an FDA warning for ocular tox-
icity, may cause changes in vision, dry
eyes, corneal ulcers, and severe vision
loss. A risk evaluation and mitigation
strategy program is required to manage
ocular toxicity; it requires performance
of ophthalmic exams before starting
treatment, prior to each dose, and
promptly for worsening symptoms.3?

New and Emerging T Cell—
Directed Therapies

Despite recent developments in MM
therapy, there is still an unmet need for
more tolerable, effective treatments that
promote better clinical outcomes, such
as stringent complete responses (sCR)
and minimal residual disease (MRD)
negativity.>*** Furthermore, patients
have developed resistance to treat-
ment with successive lines of therapy.3
Several treatment options addressing
these challenges are in development.

As previously noted, belamaf is a
therapeutic that targets BCMA, a trans-
membrane glycoprotein that is only
expressed in plasma cells and mature
B cells and that is almost universally
expressed on myeloma cells.’” BCMA
activation induces myeloma cell growth
and survival through upregulation
of antiapoptotic proteins and several
molecular pathways associated with
angiogenesis, metastasis, and adhe-
sion. BCMA expression is significantly
upregulated with disease progression in
patients with MM. Changes in CD38
levels are less well-characterized, and
this makes BCMA a more favorable
target than CD38 for the treatment of
MM.*# Some BCMA-targeted strategies
for treatment of R/R MM are discussed
below.

CAR T-cell therapy

CART cells have been used to effectively

treat B-cell malignancies and are being

studied for the treatment of R/R MM.
Based on outcomes of the KarMMa

TABLE 2. Clinical Trials Investigating BCMA x CD3 Bispecific Antibodies in R/R MIV“8-53

Bispecific AMG 701“¢  Teclistamab®® CC-93269%° Elranatamab®® REGN5458°2 TNB-383B%
antibody N =85 N = 165 N =30 N =55 N=73 N=118
Clinical trial — MajesTEC-1 - Magnetismm-1 -
Phase 1 1/2 1 1 1 1
No. of _prior Iine:s of 6 5 5 6 5 5
therapies, median
Triple-class 68 78 77 91 95 61
refractory, %
ORR, % Overall, 36, 62 43 69 75 60

= VGPR, 24% =CR, 17

= CR, 29 (1 mg/kg Qiwy = VGPR. 58 = VGPR, 40

At 9 mg, 83 = VGPR, 58 At 10 mg, 89 (200 - 800 mg)
CRS, % 65 72 77 87 38 54
Grade = 3 CRS, % 9 <1 3 0 0 3
Neurotoxicity, % - 13 - 16 4 5
Grade = 3 _ 0 _ 0 0 0

neurotoxicity, %

CR, complete response; CRS, cytokine release syndrome; ORR, overall response rate; Q1WS3, once every 3 weeks; R/R MM, relapsed/refractory multi-

ple myeloma; VGPR, very good partial response.
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trial, idecabtagene vicleucel (ide-cel)
is the first BCMA-targeted CAR T-cell
therapy that received approval from
the FDA for the treatment of adult
patients with R/R MM who have
received 4 or more prior lines of ther-
apy.* In the phase 2 KarMMa trial,
ide-cel therapy led to deep, durable
responses in patients with R/R MM
who had received 3 or more prior lines
of treatment (Table 1).*° Ciltacabta-
gene autoleucel (cilta-cel) is another
CAR T-cell therapy that is in develop-
ment for the treatment of MM. Cilta-
cel contains 2 BCMA-targeting, sin-
gle-domain antibodies. In the phase
1b/2 CARTITUDE-1 study, cilta-cel
yielded deep, durable responses in
patients with R/R MM (Table 1).414?

Several other CAR T-cell therapies
are being evaluated in clinical trials for
the treatment of R/R MM, including
CT103A, ARI0002h, P-BCMA-101,
CT053.434

Bispecific antibodies for
treatment of R/R MM
Bispecific antibodies are composed of
antigen-binding sites from 2 antibod-
ies connected by a peptide linker, with
1 antibody targeting CD3 expressed
on T cells and the other targeting a
tumor-specific antigen, such as BCMA
on myeloma cells.*” Currently, there are
several BCMA-targeting bispecific anti-
bodies in early clinical development for
the treatment of R/R MM (Table 2).4%-5
To improve the efficacy and duration of
response, some of these agents are also
being evaluated in combination with
other agents in heavily treated patients
with R/R MM.31:5455

Despite their efficacy in treatment
of R/R MM, T cell-directed therapies
are associated with increased cytokine
release syndrome (CRS) and neurotox-
icity.*”¢ These toxicities can result in
end-organ damage and compromise the
patientacutely. Itis important to balance
the management of AEs while maintaining

the antitumor effect of therapy.

The interleukin (IL) -6 antibody
tocilizumab effectively treats CRS; it has
been approved by the FDA for the treat-
ment of CAR T cell-induced severe or
life-threatening CRS.’” High-dose corti-
costeroids, such as dexamethasone, are
considered to be the alternative option
for managing serious CRS.** However,
corticosteroids have the potential to
suppress CAR T-cell function and are
only recommended when the patient
is unresponsive to tocilizumab. For
patients presenting with CAR T cell-
associated neurotoxicity without
CRS, high-dose corticosteroids are
recommended as the first line of
treatment. Dexamethasone is pri-
oritized over methylprednisolone;
however, specific circumstances can
apply. As a general approach, man-
agement of neurotoxicity should be
managed independently of CRS.%¢
Cytopenias are also common after
the receipt of T cell-directed therapies
and can be managed via dose interrup-
tions and/or reductions, as clinically
appropriate.’®
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