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The therapeutic landscape of multiple myeloma (MM) 
treatment has evolved dramatically over the past two 
decades. Long-term follow-up data showed that approxi
mately one-third to one-half of patients can achieve sur
vival extending 15 to 20 years from diagnosis when treated 
with intensive, time-limited regimens.1 These findings es
tablished proof-of-principle that cure—or at least func
tional cure—is achievable in MM. The MajesTEC-3 trial has 
raised the bar even higher, demonstrating that the com
bination of the BCMA-directed bispecific antibody (BsAb), 
teclistamab with daratumumab can deliver an excellent 
83% reduction in disease progression or death, and a 54% 
reduction in mortality, compared to standard-of-care dara
tumumab-based regimens in previously treated patients.2 

With a median follow-up of 34.5 months, median pro
gression-free survival (PFS) was not reached with teclis
tamab plus daratumumab versus 18.1 months in the control 
arm (hazard ratio [HR] = 0.17). The PFS curves appeared 
to plateau after approximately 6 months, with more than 
90% of patients remaining progression-free—a pattern sus
tained out to 3 years, suggesting the potential for durable 
disease control. The 36-month overall survival rates were 
83% versus 65.0% (HR = 0.46), representing outcomes that 
rival those seen with BCMA chimeric antigen receptor 
(CAR) T-cell therapy, but with easier logistics and an off-
the-shelf availability. 

THE INFECTION CHALLENGE AND A 
PATH FORWARD 

Despite these remarkable efficacy results, the safety profile 
warrants careful consideration. Grade 3 or 4 infections oc
curred in 54% of patients receiving teclistamab plus dara
tumumab, with 13 infection-related deaths. However, this 
challenge appears modifiable. The infection rates were 
highest during the first 6 months of treatment, before the 
implementation of comprehensive prevention guidelines. 
Following protocol amendments mandating immunoglob

ulin replacement therapy and antimicrobial prophylaxis, 
the infection incidence declined substantially. This pattern 
mirrors the learning curve observed with CAR T-cell ther
apy, where standardized management protocols for cy
tokine release syndrome (CRS) and immune effector cell-
associated neurotoxicity syndrome (ICANS) dramatically 
improved safety outcomes.3‑5 In MajesTEC-3, all cases of 
CRS were grade 1 or 2 and all resolved, while ICANS oc
curred in only 1% of patients. 
The immunosuppressive nature of MM itself compounds 

infection risk. Patients with relapsed disease often have 
compromised immune function from both their underlying 
malignancy and cumulative treatment exposures. Emerging 
data suggest that fixed-duration approaches to BsAb ther
apy may be feasible for patients achieving deep remissions, 
potentially reducing long-term immunosuppression, while 
maintaining disease control.6 Importantly, a biologically 
more rational approach may be response-adapted treat
ment duration guided by minimal residual disease (MRD) 
assessment, rather than a uniform predefined fixed dura
tion. Under this paradigm, patients who achieve sustained 
MRD negativity—confirmed by sensitive techniques such 
as next-generation sequencing or flow cytometry—could 
be candidates for treatment discontinuation earlier, while 
those with persistent MRD positivity may benefit from con
tinued therapy for a longer duration. MRD-guided de-esca
lation strategies would allow individualized treatment de
cisions, potentially sparing patients from unnecessary 
prolonged immunosuppression, while identifying those at 
higher risk for early relapse who require more sustained 
treatment exposure. 

TREATMENT SEQUENCING AND THE 
CAR T QUESTION 

A critical consideration in interpreting MajesTEC-3 is that 
only 5% of enrolled patients had prior daratumumab expo
sure, and none were daratumumab-refractory—an increas
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ingly rare population in contemporary practice, particularly 
after the PERSEUS trial established daratumumab-based 
quadruplet therapy as the frontline standard of care.7 It 
is important to note, however, that in PERSEUS, daratu
mumab maintenance may be discontinued after two years 
in patients who achieve sustained MRD negativity for at 
least one year. Consequently, a meaningful proportion of 
patients relapsing after PERSEUS-based frontline therapy 
will not be daratumumab-refractory at the time of first 
relapse, but rather daratumumab-sensitive and lenalido
mide-refractory. Accordingly, the magnitude of benefit ob
served in MajesTEC-3 may not fully reflect outcomes in 
more daratumumab-exposed real-world populations. Ma
jesTEC-9 directly addresses this limitation by evaluating 
teclistamab monotherapy in a predominantly daratu
mumab-refractory population. In this Phase 3 trial of pa
tients who had received 1-3 prior lines of therapy, 85% were 
refractory to anti-CD38 monoclonal antibodies and 79% to 
lenalidomide, with more than 90% refractory to their last 
line of therapy. Despite this high-risk profile, teclistamab 
monotherapy showed a 71% reduction in the risk of dis
ease progression or death (HR = 0.29; 95% CI: 0.23, 0.38) 
and a 40% reduction in the risk of death (HR = 0.60; 95% 
CI: 0.43, 0.83), compared to standard of care. Together, Ma
jesTEC-3 and MajesTEC-9 establish teclistamab-based reg
imens across the continuum of relapsed MM—demonstrat
ing efficacy in both anti-CD38 sensitive patients (where 
combination with daratumumab may be optimal) and anti-
CD38 refractory patients (where monotherapy retains sub
stantial activity). 
The solution may lie in transitioning BsAbs to time-lim

ited treatment paradigms. Rather than continuing BsAbs 
indefinitely, future trials should evaluate fixed-duration ap
proaches—perhaps 12 to 24 months—for patients achieving 
minimal residual disease negativity. This strategy would 
preserve treatment options, reduce cumulative toxicity and 
infection risk, and potentially improve quality of life. Such 
an approach mirrors successful strategies in other hema
tologic malignancies, including chronic myeloid leukemia, 
where treatment-free remission has become an achievable 
goal for selected patients. Indeed, the field of MM must 
embrace time-limited therapy as the standard paradigm 
moving forward. The era of indefinite treatment should 
give way to response-adapted approaches that allow pa
tients treatment-free intervals, preserve immune function 
for subsequent therapies if needed, and restore quality of 
life without compromising long-term outcomes. 

EQUITABLE ACCESS AND REAL-WORLD 
IMPLEMENTATION 

The promise of BsAbs extends beyond their clinical efficacy 
to their potential for democratizing access to cutting-edge 
therapy. Unlike CAR T-cell therapy, which requires spe
cialized manufacturing facilities and experienced centers, 
BsAbs can be administered in community settings with ap
propriate support. However, this potential will only be re
alized through deliberate efforts to ensure equitable access. 
Historical disparities in MM treatment access and outcomes 

persist, and BsAbs clinical trial access disparities were pre
viously reported.8 

Successful implementation will require investment in 
community infrastructure, including access to supportive 
care resources, close monitoring capabilities, and estab
lished protocols for managing toxicities. Training programs 
for community oncologists must address the unique chal
lenges of BsAbs therapy, including early recognition and 
management of CRS and ICANS, appropriate infection pro
phylaxis, and patient selection. Additionally, financial tox
icity cannot be ignored—cost-effectiveness analyses will be 
essential to ensure sustainable access to these transforma
tive but expensive therapies worldwide. 

FUTURE DIRECTIONS 

Several key questions must be addressed to optimize the 
use of teclistamab plus daratumumab and similar combina
tions. First, can we identify biomarkers that predict which 
patients will achieve durable remissions with fixed-dura
tion therapy versus those requiring continuous treatment? 
Second, do we even need to think about sequencing BsAbs, 
CAR T-cell therapy, and other novel immunotherapies, or 
can we achieve such durable responses that sequencing be
comes irrelevant for many patients? Third, how can we 
minimize infection risk while maintaining efficacy, perhaps 
through more aggressive prophylaxis, immunoglobulin re
placement, or less intense dosing once complete remission 
is achieved? 
Ongoing trials are already beginning to address these 

questions. Studies evaluating BsAbs in earlier treatment 
lines—including newly diagnosed patients—will determine 
whether the remarkable efficacy seen in MajesTEC-3 can 
be recapitulated in less heavily pretreated populations. Be
yond MajesTEC-9, several other ongoing trials are evaluat
ing bispecific antibodies in earlier lines of therapy, includ
ing frontline combinations with anti-CD38 antibodies and 
immunomodulatory agents, dual bispecific antibody com
binations targeting different antigens, and bispecific-based 
regimens in newly diagnosed transplant-ineligible patients. 
Collectively, these studies are reshaping the treatment par
adigm and will critically inform sequencing strategies in a 
landscape where frontline exposure to anti-CD38 antibod
ies and lenalidomide is increasingly the norm. Combina
tion strategies pairing BsAbs with novel agents may fur
ther improve outcomes. And, critically, trials incorporating 
treatment-free intervals or response-adapted approaches 
will inform whether continuous therapy is truly necessary. 
These studies must prioritize time-limited treatment end
points, as the ability to safely discontinue therapy after 
achieving deep remissions would represent a fundamental 
shift in how we approach MM care—transforming it from a 
chronic disease requiring lifelong treatment to one where 
cure or prolonged treatment-free survival becomes the ex
pectation rather than the exception. 
The MajesTEC-3 trial represents a landmark achieve

ment in MM therapeutics, joining the growing body of evi
dence that long-term disease control and potentially, cure, 
is within reach for many patients. As we build on these 
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remarkable results, our focus must expand beyond simply 
demonstrating efficacy to ensuring that these advances 
translate into improved outcomes for all patients. This will 
require addressing infection management, optimizing 
treatment sequencing, transitioning to time-limited ther
apy where appropriate, and ensuring equitable access. The 
unprecedented hazard ratio of 0.17 in MajesTEC-3 is not 
just a statistical achievement—it represents renewed hope 
for patients and families facing this disease. Our collective 
responsibility is to transform that hope into reality through 
thoughtful implementation, continued innovation, and fur
ther commitment to health equity. 
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