
7AdvancedPractitioner.com Vol 13  Suppl 2  Mar 2022

ABSTRACT

ASH Highlights and Commentary: 
Multiple Myeloma
Abstract 821

 
Clinical Outcomes of Relapsed/Refractory 
Multiple Myeloma Patients Following Treat-
ment With Bispecific Antibodies (BiAbs)
Tarek H. Mouhieddine, MD, Oliver Van Oekelen, MD, MSc, Dar-
ren Pan, MD, BS, Sarita Agte, MD, Adolfo Aleman, MPA, Da-
vid T. Melnekoff, MS, Guido Lancman, MD, Santiago Thibaud, 
MD, Larysa Sanchez, MD, Shambavi Richard, Joshua Richter, 
MD, Hearn Jay Cho, MD, PhD, Ajai Chari, MD, Sundar Jagan-
nath, and Samir Parekh, MD

Visit https://doi.org/10.1182/blood-2021-151585 
for a complete list of contributor affiliations and 
full graphics.

Background: Bispecific antibodies (BiAbs) are 
a novel off-the-shelf class of drugs currently be-
ing investigated in clinical trials for patients with 
relapsed/refractory multiple myeloma (RRMM) 
with promising efficacy in heavily pretreated pa-
tients. BiAbs simultaneously bind two antigens, 
thereby engaging CD3+ T cells with myeloma 
cells expressing specific antigens such as BCMA, 
GPRC5D, FcRH5 or CD38. However, the outcome 
of myeloma patients after relapse on BiAbs is un-
known and effective approaches for salvage ther-
apy are needed.

Methods: Demographics, disease character-
istics and post-clinical trial outcomes were col-
lected retrospectively on RRMM patients who 
relapsed after BiAb therapy at the Tisch Cancer 
Institute (The Mount Sinai Hospital, New York). 
We identified a total of 116 patients who were en-
rolled on trials with BiAbs targeting either BCMA 
or GPRC5D. Of these, 69 patients were no longer 
enrolled on the trials due to disease progression 
(including 5 patients who died on the trial). Clini-
cal data was collected up until July of 2021. This 

retrospective study was approved by the institu-
tional review board (IRB) and follows the Decla-
ration of Helsinki and International Conference 
on Harmonization Guidelines for Good Clinical 
Practice (IRB: GCO#: 11-1433). Survival and re-
sponse duration were calculated by Kaplan-Mei-
er estimation.

Results: The 64 RRMM patients had a me-
dian age of 58.5 years (range: 46-82) at time of 
disease progression following BiAbs therapy, and 
48% were male. Median time from diagnosis to 
initiation of BiAbs therapy was 5 years (range: 1.6-
16.3) and patients had a median follow-up of 24.9 
months from time of relapse from BiAb therapy. 
Fifty patients (78%) had high-risk cytogenetics, 
including gain1q21, del17p, t(4;14), t(14;16) and 
t(14;20). Most patients were highly pretreated 
with a median of 7 prior lines (range: 3-17) and 54 
patients (84%) had received an autologous stem 
cell transplant (ASCT) prior to receiving BiAbs. 
Three patients were treated with chimeric anti-
gen receptor (CAR) T cell therapy prior to BiAb 
and 5 patients were exposed to a BCMA antibody-
drug conjugate prior to the BiAb. Furthermore, 
89% of patients were triple-class refractory while 
44% were penta-refractory.

Following treatment with a BiAb, 2 patients 
were lost to follow up, 1 patient decided to be 
monitored off treatment and 61 patients received 
a median of 2 lines of therapy (range: 1-8). Most 
common therapies included a second BiAb (n=20; 
33%), CAR T cells (n=15; 26%) or intensive chemo-
therapy (n=36; 59%) such as melphalan, carmus-
tine or VDPACE with stem cell rescue (n=13) or 
DCEP (n=23). Best response to initial treatment 
following the BiAb varied widely and included 12 
complete responses, 5 very good partial responses, 
17 partial responses, 2 minimal responses, 10 stable 
disease and 13 progressed disease for an overall re-
sponse rate (ORR) of 58%. Encouraging responses 
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were seen in 10 patients who directly transitioned 
from one BiAb to another and 8 patients who di-
rectly transitioned to CAR T cell therapy. The pro-
gression-free survival of those 18 patients who di-
rectly transitioned to a T cell directed therapy was 
28.9 months (95% CI: 21.6-NE) and their median 
overall survival was not reached. Furthermore, the 
overall survival for the whole cohort of patients 
was 17.6 months (95% CI: 12.0-NE).

Conclusion: Our data suggests that heavily 
pretreated, predominantly triple-class refractory, 
patients relapsing after BiAbs may still have good 
outcomes when sequentially treating with other 
immunological/T cell-directed therapeutics such 
as BiAbs and CAR T cells. Studying the appropri-
ate sequence of these treatments is of paramount 
importance as BiAbs are expected to become part 
of the standard of care for RRMM patients.

The Advanced Practitioner Perspective:  
Kathryn T. Maples, PharmD, BCOP
Bispecific antibodies (BiAbs) are a novel, off-
the-shelf class of drugs being investigated for 
the treatment of relapsed and refractory mul-
tiple myeloma (MM). Bispecific antibodies si-
multaneously bind to both the CD3 antigen on 
T cells as well as with a second antigen on my-
eloma cells, such as BCMA, GPRC5D, or FcRH5 
(Mohan et al., 2021). While there is not yet an 
FDA-approved BiAb for the treatment of my-
eloma, early results from several clinical trials 
have shown promising efficacy and a tolerable 
safety profile with this drug class in heavily 
pretreated patients.

With the success of BiAbs in early trials, 
there is a need for data on the outcomes of 
MM patients after they progress on a BiAb. At 
the 2021 ASH annual meeting, Dr. Mouhieddine 
from Mount Sinai in New York presented on 
the Mount Sinai experience with 64 relapsed/
refractory MM patients who had progressed on 
a BCMA or a GPRC5D BiAb. Notably, this was 
a heavily pretreated patient population, with 
the majority having high-risk cytogenetics and 
being triple-class refectory. It was also high-
lighted that eight patients had previous BCMA 
exposure (i.e., prior CAR T-cell therapy or 
BCMA antibody-drug conjugate), which adds 
to growing data on the sequencing of various 
BCMA-targeted agents. From the time of re-
lapse, the median follow-up was 24.9 months, 
and the median overall survival for the entire 
cohort was 17.6 months. Dr. Mouhieddine also 
noted that some of these patients were on 
phase I studies and had not received the rec-
ommended phase II doses of the BiAb. 

Implications for the Advanced Practitioner
The overall survival results from this study are 
an important factor for advanced practitio-

ners to be aware of, as this demonstrates the 
improvement in the MM treatment landscape 
over the past few years. The MAMMOTH study 
from 2019 evaluated outcomes in 275 patients 
with MM refractory to CD38 monoclonal anti-
bodies and reported a median overall survival 
of 8.6 months (95% confidence interval [CI] 
= 7.6–9.9) from the time of CD38 monoclonal 
antibody refractoriness (Gandhi et al., 2019). 
The overall survival in this study of close to 18 
months from time of BiAb relapse, with 89% of 
patients being triple-class refractory, is a great 
improvement and exciting for our MM patients. 

Another critical question for MM practi-
tioners is how to best sequence novel agents. 
Eighteen patients in this study subsequent-
ly received another T-cell directed therapy, 
which was either a second BiAb or CAR T-cell 
therapy. For these 18 patients, the median pro-
gression-free survival was 28.9 months, and 
the overall survival had not yet been reached. 
While further research on the ideal sequencing 
is needed, this study showed good outcomes 
in patients sequentially treated with two differ-
ent T-cell directed therapies. 

A key takeaway for advanced practitioners 
is to use these data to inform their treatment 
recommendations and incorporate novel agents 
into the treatment paradigm. Since the BiAbs 
are currently only available as part of a clinical 
trial, it is important to note the eligibility criteria 
for these trials and how a patient’s current treat-
ment may or may not impact their eligibility. 

Disclosure: Dr. Maples has served as a con-
sultant for GlaxoSmithKline, Janssen, Karyo-
pharm, and Sanofi. 
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Abstract 895
 

Elranatamab (PF-06863135), a B-Cell Matu-
ration Antigen (BCMA) Targeted CD3-En-
gaging Bispecific Molecule, for Patients With 
Relapsed or Refractory Multiple Myeloma:  
Results From MagnetisMM-1
Michael Sebag, MD, PhD, Noopur S. Raje, MD, Nizar J. Bahlis, 
MD, Caitlin Costello, MD, Bhagirathbhai Dholaria, MBBS, Mel-
hem Solh, MD, Moshe Y. Levy, MD, Michael H. Tomasson, MD, 
Harman Dube, PhD, Michael A. Damore, PhD, Hoi Ken Lon, 
PhD, Cynthia Basu, PhD, Athanasia Skoura, PhD, Edward 
Chan, MD, Suzanne Trudel, MD, Andrzej Jakubowiak, Michael 
P. Chu, MD, Cristina Gasparetto, MD, Andrew P. Dalovisio, 
MD, and Alexander Lesokhin, MD

Visit https://doi.org/10.1182/blood-2021-150519 
for a complete list of contributor affiliations and 
full graphics.

Introduction:  MagnetisMM-1 (NCT03269136) 
is a Phase 1 study of elranatamab (PF-06863135), 
a humanized bispecific molecule that targets 
BCMA expressed on multiple myeloma (MM) and 
engages CD3 on T cells, for patients (pts) with re-
lapsed or refractory MM (RRMM). We report re-
sults from the subcutaneous (SC) cohorts: dose es-
calation (Part 1), monotherapy with priming (Part 
1.1), lenalidomide (LEN) combination (Part 1C), 
pomalidomide (POM) combination (Part 1D), and 
monotherapy expansion with priming (Part 2A).

Methods: In Part 1, pts received elranatamab 
at 80, 130, 215, 360, 600, and 1000μg/kg weekly 
guided by a modified toxicity probability interval 
method. For monotherapy at the recommended 
Phase 2 dose (RP2D; Parts 1.1 and 2A), a single 
priming dose (600μg/kg or equivalent fixed dose 
of 44mg) was followed one week later by the full 
dose (1000μg/kg or equivalent fixed dose of 76mg) 
weekly (Q1W) or every 2 weeks (Q2W) thereafter. 
For LEN or POM combination therapy, a single 
priming dose (32mg) was followed one week later 
by the full dose (44mg) Q1W thereafter in com-
bination with either LEN (25mg) or POM (4mg) 
on Days 1 to 21 of a 28-day cycle. Dose-limiting 
toxicity (DLT) was monitored to the end of the 

first cycle. Treatment-emergent adverse events 
(TEAEs) were graded by Common Terminology 
Criteria for Adverse Events (v4.03), and cytokine 
release syndrome (CRS) by American Society for 
Transplantation and Cellular Therapy criteria. 
Pharmacokinetics, cytokine profiling, and T cell 
immunophenotyping were performed. Response 
was assessed by International Myeloma Working 
Group (IMWG) criteria. Minimal residual disease 
(MRD) was assessed by next generation sequenc-
ing at a sensitivity of 1×10-5, in accordance with 
IMWG criteria.

Results:  58 pts received elranatamab SC as a 
single agent (n=50) or in combination with either 
LEN (n=4) or POM (n=4) as of 4-Feb-2021. Pts had 
a median (range) age of 64 (32-86) years, and 26% 
were Black/African American or Asian. Pts had a 
median of 6 prior regimens, 98% had triple-class 
relapsed/refractory disease, 45% had prior high-
dose chemotherapy with stem cell transplantation, 
and 22% had prior BCMA-targeted therapy. The 
most common all causality TEAEs included CRS 
(n=48, 83%; none higher than G2), lymphopenia 
(n=37, 64%; 12% G3, 52% G4), neutropenia (n=37, 
64%; 31% G3, 29% G4), anemia (n=32, 55%; 38% 
G3, 0% G4), injection site reaction (n=31, 53%; none 
higher than G2), and thrombocytopenia (n=30, 
52%; 14% G3, 17% G4). At the RP2D of 1000μg/kg, 
median duration of CRS decreased by 50% from 
4 days to 2 days with priming. Two of 58 pts had 
DLT including G4 thrombocytopenia (Part 1.1) 
and G4 neutropenia (POM). Exposure increased 
with dose, cytokine increases occurred with the 
first dose, and increased T-cell proliferation was 
observed in peripheral blood. Median duration of 
follow-up was 7.5, 2.3, and 1.9 months for the dose 
escalation, priming, and LEN/POM combination 
cohorts, respectively. For pts treated across the 
efficacious dose range (215-1000μg/kg) in Part 1, 
confirmed overall response rate (ORR) was 70% 
(14/20) with complete response (CR)/stringent 
CR (sCR) rate of 30% (6/20). For the 14 pts with 
confirmed responses, median duration of response 

Th
is 

ar
tic

le 
is 

dis
tri

bu
te

d u
nd

er
 th

e t
er

m
s o

f t
he

 Cr
ea

tiv
e C

om
m

on
s A

ttr
ibu

tio
n N

on
-C

om
m

er
cia

l N
on

-D
er

iva
tiv

e L
ice

ns
e, 

wh
ich

 pe
rm

its
 un

re
str

ict
ed

 
no

n-
co

m
m

er
cia

l a
nd

 no
n-

de
riv

at
ive

 us
e, 

dis
tri

bu
tio

n, 
an

d r
ep

ro
du

cti
on

 in
 an

y m
ed

ium
, p

rov
ide

d t
he

 or
igi

na
l w

or
k i

s p
ro

pe
rly

 ci
te

d.



10J Adv Pract Oncol AdvancedPractitioner.com

COMMENTARY MAPLES

had not yet been reached; the probability (95% CI) 
of responders being event free at 6 months was 
92.3% (56.7-98.9). Confirmed ORR at the RP2D was 
83% (5/6). Responses in this RRMM population in-
cluded sCR (n=5), CR (n=1), very good partial re-
sponse (VGPR; n=7), and partial response (n=1). 
Median time to response was 22 days. Importantly, 
100% (4/4) of evaluable pts with baseline domi-
nant sequence and on-treatment sample at CR/
sCR achieved MRD negativity at 1×10-5 by IMWG 
criteria, and 75% (3/4) of pts with prior BCMA-tar-
geted therapy achieved response (1 sCR, 2 VGPR). 
Updated efficacy, safety, and MRD results will be 
presented for SC parts of the study.

Conclusions: Elranatamab as a single agent, 
administered either Q1W or Q2W, had a manage-
able safety profile for pts with RRMM. Across 
the efficacious dose range, elranatamab achieved 
confirmed ORR of 70% and CR/sCR rate of 
30%, with confirmed ORR of 83% at the RP2D. 
Importantly, elranatamab induces deep and du-
rable clinical responses in RRMM pts with and 
without prior BCMA-targeted therapy and 100% 
MRD negativity in MRD evaluable pts. These 
results, along with emerging combination data, 
support continued development of elranatamab 
as a single agent and in combination with stan-
dard therapies for MM.

The Advanced Practitioner Perspective: 
Kathryn T. Maples, PharmD, BCOP
BCMA is a receptor expressed ubiquitously on 
multiple myeloma (MM) cells, but it is rarely 
found on healthy naive and memory B cells. 
BCMA is also required for the survival of ma-
lignant plasma cells, which makes BCMA a fa-
vorable target for immune-based therapy be-
cause it is highly selective to MM and critical 
to MM cell survival (Lee et al., 2016). Elrana-
tamab is an off-the-shelf, humanized bispecific 
antibody (BiAb) paired on an IgG2a backbone 
by hinge-mutation technology that simultane-
ously engages CD3 on T cells and BCMA on 
MM cells (Lesokhin et al., 2020). This agent 
has been granted Fast Track designation by 
the FDA. The MagnestisMM-1 trial was a phase 
I study investigating elranatamab for the treat-
ment of relapsed or refractory MM. At the 2021 
ASH meeting, Dr. Sebag presented the results 
from the subcutaneous cohorts of the study, 
which included the monotherapy dose esca-
lation and dose expansion cohorts as well as 
the combination cohorts with lenalidomide 
and pomalidomide. Unique to this study is that 
prior BCMA exposure was allowed and 22% of 
patients had prior BCMA-targeted therapy. 

Implications for the Advanced Practitioner
Similar to other BiAbs, cytokine release syn-
drome (CRS) is the most common nonhema-
tologic toxicity observed with elranatamab 
and an important side effect for advance prac-
titioners to discuss with patients. In the Mag-
nestisMM-1 study, 83% of patients experienced 
CRS; however, none were higher than grade 2, 

which is important to highlight to patients. Ad-
ditionally, at the recommended phase II dose 
of 1,000 μg/kg, the median duration of CRS 
decreased by 50% from 4 days to 2 days when 
priming doses were utilized. This will be a key 
point for advanced practitioners, as these ther-
apies may possibly transition from inpatient to 
outpatient administration in the future. 

In the ongoing MagnestisMM-3 study, 
which is an open-label, multicenter, phase II 
study, the dose of elranatamab is a fixed dose 
of 76 mg administered as a subcutaneous in-
jection weekly after a priming dose of 44 mg 
(ClinicalTrials.gov, 2021). There are a variety of 
step-up dose administration strategies that are 
being explored with this agent, so it will be im-
portant for advanced practitioners to be aware 
of which strategy will be used as this agent 
continues to be developed. 

Similar to the teclistamab study, other key 
side effects with elranatamab include lympho-
penia and neutropenia. Infection risk for these 
patients is something that advanced practitio-
ners always want to think about and monitor 
for closely. For patients who are experiencing 
profound neutropenia, granulocyte colony-
stimulating factor prophylaxis or monthly in-
travenous immunoglobulin infusion can be 
considered. Elranatamab continues to be in-
vestigated in various combinations as well as 
monotherapy in patients with different prior 
therapies. Future results from the MagnetisMM 
studies will help demonstrate how to best se-
quence and utilize this novel drug. 

Disclosure: Dr. Maples has served as a con-
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sultant for GlaxoSmithKline, Janssen, Karyo-
pharm, and Sanofi. 
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Updated Results from MajesTEC-1: Phase 1/2 
Study of Teclistamab, a B-Cell Maturation 
Antigen x CD3 Bispecific Antibody, in Re-
lapsed/Refractory Multiple Myeloma
Philippe Moreau, MD, PhD, Saad Z. Usmani, MD MBA FACP, 
Alfred L. Garfall, Niels W.C.J. van de Donk, Hareth Nahi, Je-
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MD, Laura Rosinol, Ajai Chari, MD, Lionel Karlin, Lotfi Ben-
boubker, Maria-Victoria Mateos, Nizar J. Bahlis, MD, Rakesh 
Popat, MBBS, FRCPath, PhD, Britta Besemer, Joaquín Mar-
tínez-López, Surbhi Sidana, MD, Lixia Pei, Danielle Trancuc-
ci, Raluca I. Verona, Suzette Girgis, Yunsi Olyslager, Mindy 
Jaffe, Clarissa M. Uhlar, Tara Stephenson, Rian Van Rampel-
bergh, Arnob Banerjee, Jenna D. Goldberg, Rachel Kobos, 
and Amrita Y. Krishnan, MD

Visit https://doi.org/10.1182/blood-2021-147915 
for a complete list of contributor affiliations and 
full graphics.

Introduction: Teclistamab (JNJ-64007957) is a T-
cell redirecting, bispecific IgG4 antibody that tar-
gets both B-cell maturation antigen (BCMA) and 
CD3 receptors to induce T-cell mediated cytotox-
icity of BCMA-expressing myeloma cells. Teclis-
tamab is under investigation in MajesTEC-1, an on-
going phase 1/2 study in patients (pts) with heavily 
pretreated relapsed/refractory multiple myeloma 
(RRMM). Results from the phase 1 study (parts 1 
and 2; NCT03145181) indicated that teclistamab is 
well tolerated at the recommended phase 2 dose 
(RP2D) and has encouraging efficacy, with an over-
all response rate (ORR) of 65% and very good par-
tial response or better (≥VGPR) rate of 58% in 40 
pts after a median of 6.1 mo of follow-up. Here we 
report for the first time initial data from the phase 2 
portion of MajesTEC-1 (part 3; NCT04557098) and 
updated results for phase 1 pts treated at the RP2D.

Methods: Pts (aged ≥18 years) were diagnosed 
with MM per International Myeloma Working 
Group (IMWG) criteria, had measurable disease 
and were exposed to a proteasome inhibitor, im-
munomodulatory drug, and anti-CD38 antibody. In 
phase 1, pts were relapsed, refractory or intolerant 
to established therapies. In phase 2, pts received 
≥3 prior lines of therapy. The primary objectives in 
phase 1 were to identify the RP2D and to charac-
terize safety and tolerability of teclistamab at the 
RP2D. The primary objective in phase 2 is to evalu-
ate the efficacy of teclistamab at the RP2D (primary 
endpoint: ORR). Pts treated at the RP2D received 
a weekly dose of subcutaneous teclistamab 1500 
μg/kg following step-up doses of 60 and 300 μg/
kg. Responses reported here were investigator-as-
sessed per IMWG criteria. Adverse events (AEs) 
are graded according to CTCAE v4.03. Cytokine 
release syndrome (CRS) and immune effector cell-
associated neurotoxicity syndrome (ICANS) were 
graded according to ASTCT criteria.

Results:  As of June 14, 2021, 159 pts (median 
age 64.0 y [range 33-84]; 15% ≥75 y; 59% male) were 
treated at the RP2D (phase 1: 40 pts; phase 2: 119 
pts). Pts received a median of 5 prior lines of therapy 
(range: 2-15); 100% were triple-class exposed, 69% 
were penta-drug exposed, 77% were triple-class re-
fractory, and 29% were penta-drug refractory.

As of the clinical cutoff, no new safety signals 
were identified in phase 2. The most common non-
hematologic AEs in all 159 pts treated at the RP2D 
were CRS (67%; grade 1/2: 99%; 1 pt had a transient 
grade 3 event; median time to onset 2 days [range 
1-6]; median duration 2 days [range 1-9]), injec-
tion site erythema (23%; all grade 1/2), and fatigue 
(22%; grade 3/4: 2%). The most common hemato-
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logic AEs were neutropenia (53%; grade 3/4: 45%), 
anemia (41%; grade 3/4: 27%), and thrombocyto-
penia (33%; grade 3/4: 18%). Four pts (2.5%) devel-
oped ICANS (all grade 1/2; all resolved). Pharma-
cokinetic and pharmacodynamic data from phase 
2 support earlier phase 1 findings. Teclistamab ex-
posure at the RP2D was sustained across the dos-
ing interval and exceeded target exposure levels. 
Pharmacodynamic data for phase 1/2 pts treated 
at the RP2D showed induction of proinflammatory 
cytokines and T-cell activation, consistent with 
teclistamab’s mechanism of action.

At clinical cutoff for this abstract, efficacy data 
for the phase 2 study are immature. At a median 
follow-up of 8.2 mo (range 1.2-15.2), response rates 
in the 40 phase 1 pts treated at RP2D were con-
sistent with previously presented data (ORR: 65% 
[95% CI 48-79]; ≥VGPR rate: 60% [95% CI 43-75]; 
complete response or better rate: 40% [95% CI 
25-57]). Responses deepened over time, and with 

longer follow-up of responders compared with 
previously presented data (median follow-up of 
9.5 mo vs 7.1 mo) remained durable (Figure). No 
additional responders had disease progression, 
and 85% (22/26) of responders are continuing on 
treatment, including 1 pt with 15.2 mo of follow-
up. Median duration of response (DOR) has not 
been reached; the 6-month DOR rate is 90% [95% 
CI 63-97]. The efficacy data will be updated at the 
time of congress to include a minimum follow-up 
of ~6 mo for 150 pts treated at the RP2D (prior to 
March 19, 2021).

Conclusions:  Evaluation of teclistamab at 
the RP2D in 159 pts provides robust data to sup-
port safety; inclusion of phase 2 pts at the time 
of presentation will provide more robust efficacy 
data. Data from MajesTEC-1 continue to show 
that teclistamab monotherapy induces deep and 
durable responses in heavily pretreated pts with 
RRMM with a manageable safety profile.
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Kathryn T. Maples, PharmD, BCOP
Antibody therapy has become a critical com-
ponent in the treatment of multiple myeloma 
(MM). Bispecific antibodies (BiAbs) are the 
latest monoclonal antibody to enter the MM 
treatment landscape. First-generation BiAbs 
had short half-lives, so the administration re-
quired an extended, continuous intravenous 
infusion, which posed limitations and challeng-
es in the outpatient setting. The newer BiAbs 
have longer half-lives and subcutaneous ad-
ministration, which offers a more convenient 
and streamlined dosing strategy (Maples et al., 
2021). Several BiAbs for MM are in phase I trials 
where the recommended phase II dosing is be-
ing determined. Teclistamab is an off-the-shelf 
BiAb that engages CD3 on T cells and BCMA 
on myeloma cells. The MajesTEC-1 trial is an on-
going phase I/II study investigating teclistam-
ab for use in patients with RRMM. Previously, 
results from the phase I portion of the study 
had been reported (Krishnan et al., 2021). At 
the 2021 ASH meeting, Dr. Moreau presented 
on the results from the phase II study, as well as 
updated results from patients who were treated 
in phase I portion at the recommended phase 
II dose, which is 1,500 μg/kg subcutaenously 
once weekly (following two step-up doses that 
are given in the hospital for monitoring). 

Implications for the Advanced Practitioner
The results from the MajesTEC-1 trial are im-
portant for advanced practitioners to be aware 
of because while this novel drug class offers 
promising efficacy results, BiAbs also have a 
unique safety profile. Symptom burden for MM 
patients can be a result of the disease itself 
(e.g., bone pain, renal dysfunction) or it can 
also be a result of the treatment (e.g., myelo-
suppression, peripheral neuropathy; Kiely et 
al., 2016). Therefore, it is critical for advanced 
practitioners to understand the unique bur-
dens of treatment that BiAbs can cause, which 
most notably are CRS and neurotoxicity. The 
MajesTEC-1 trial reported 71% all-grade CRS 
events, which were all grade 1 or 2, except for 
1 patient who experienced a grade 3 event. An 
important counseling point for patients is that 
the median time to onset of CRS was 2 days, 
the median duration was also 2 days, and over 

90% of these events occurred during the step-
up doses, which is why they need to be hos-
pitalized for monitoring. Explaining the timing 
around this unique side effect to patients can 
help give them a better expectation before 
starting therapy. 

Another key point for advanced practitio-
ners to consider in clinical practice is the he-
matologic toxicities seen with BiAbs. In this 
MajesTEC-1 study, 45% of patients experi-
enced grade 3 or 4 neutropenia. It is important 
to closely monitor patients for this side effect 
and consider initiating granulocyte colony-
stimulating factor prophylaxis or monthly in-
travenous immunoglobulin infusions to reduce 
the risk for infection. 

Overall, the results from this study high-
lighted that teclistamab can produce deep and 
durable responses for heavily pretreated MM 
patients, which is very exciting. Future results 
from the MajesTEC-3 study, which is investi-
gating teclistamab in combination with some 
of the traditional MM drugs like daratumumab 
and pomalidomide, as well as final results from 
MajesTEC-1 will help provide a better under-
standing of sequencing these agents as well as 
the optimal timing of utilization of this novel 
drug class.

Disclosure: Dr. Maples has served as a con-
sultant for GlaxoSmithKline, Janssen, Karyo-
pharm, and Sanofi. 
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