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Outline

• Bispecific monoclonal antibodies in newly diagnosed myeloma (NDMM)

• Immuno-consolidation

• Novel MRD tracking

• Better imaging to identify (all) disease

• Treating (even) earlier



Landgren O et al, ASCO 2025

ADVANCE 1.0: Phase 2 Study for NDMM



ADVANCE 2.0: Phase 2 Study for NDMM (NCT06997081)

Koubek K et al., and Landgren O. Miami MRD 2026

Key eligibility
criteria

NDMM
Age >18
ECOG PS <2

Total N=150

Dosing schedule

Cycle 1
Elranatamab, SUD D1,3
Elranatamab 76mg sc, D8,15,22
Dexamethasone 20 mg PO, 
D1,2,8,15,22

 

Cycle 2-6
Elranatamab 76mg sc, D1,15
Dexamethasone 8 mg PO, D1,15
Lenalidomide 25 mg, D1-21
+/- Carfilzomib 56 mg/m2 D1,8,15

Cycle 7-24
Elranatamab 76mg sc, D1
Lenalidomide*, D1-21

*25 mg C7-12, then 10mg

Primary endpoint
Overall MRD negativity rate >VGPR at 12 months

Key secondary endpoints
PFS, OS, clinical response per IMWG, safety, MRD negativity 
rate in blood, correlative studies

ADVANCE 2.0 is open for transplant eligible (TE), transplant deferred (TD), and transplant ineligible (TI) patients
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• Bispecific monoclonal antibodies in newly diagnosed myeloma (NDMM)
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D-VRd Followed by Cilta-Cel or HDM (Emagine/CARTITUDE-6)

Boccadoro M et al.. ASH 2022

Eligible patients are 
aged ≥18 years with 
NDMM per IMWG 
diagnostic criteria, have
measurable disease at 
screening, and have 
high-dose therapy and 
ASCT as part of their 
intended initial 
treatment plan



ImmunoPLANT: Phase 2 Study (NCT06376526)

Kazandjian D et al., and Landgren O. ASH 2025



ImmunoPLANT: Phase 2 Study, Immuno-Consolidation

Kazandjian D et al., and Landgren O. ASH 2025



ImmunoPLANT: Phase 2 Study, Immuno-Consolidation

Kazandjian D et al., and Landgren O. ASH 2025
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MALDI-TOF Mass Spectrometry of Peripheral Blood

Eveillard M et al and Thoren K. Br J Haematol. 2020;189:904
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Clonotypic Peptide Mass Spectrometry for MRD Testing

Wijnands C, et al, Clin Chem Lab Med. 2023 Oct 12;62(3):540-550

Ultra sensitive, no interference with polyclonal 
background or MoAb’s, can monitor multiple 
sequences

1. Sampling: patient serum sample is 
required

2. Peptide selection: clonotypic 
peptides can either be determined 
from mRNA (from bone marrow), or de
novo peripheral blood serum sample

3. Sample preparation: stable-
isotope labelled human IgG-Kappa 
(off-the-shelf calibrator) is spiked in the
serum and the sample is digested

4. Data acquisition: samples are 
analyzed by liquid-chromatography 
tandem mass spectrometry



Clonotypic Peptide Mass Spectrometry for MRD Testing (cont.)

Fan H, et al, Clin Cancer Res. 2024 Mar 15;30(6):1131-1142

Step 1: the M-protein is de 
novo sequenced from 
diagnostic serum of 
patients, then specific 
clonotypic peptides were 
selected for quantification
Step 2: unique patient-
specific tryptic peptides 
from heavy and light chains 
are measured throughout all
time points

Ultra sensitive, no interference with polyclonal 
background or MoAb’s, can monitor multiple 
sequences



Cell-Free DNA Whole Genome Sequencing of Peripheral Plasma

Abelman DD, et al, ASH 2024

cfWGS demonstrated 82% concordance with 
Clonotypic Peptide Mass Spec (n=11), 67% with 
PET (n=6), 50% with MFC (n=12), and 25% with 
clonoSEQ (n=8). 

The lower concordance rates with MFC and 
clonoSEQ were primarily due to cfWGS detecting
additional positive cases missed by these 
methods but identified as positive by Clonotypic 
Peptide Mass Spec. For example, cfWGS 
identified four clonoSEQ-negative cases as 
positive, with one case leading to relapse within a
year. 

Conversely, two clonoSEQ-positive cases were 
below the LOD for cfWGS.

There is need for further method optimization.



© Ola Landgren, 2026

Urgent Need: FISH/Cytogenetics  Molecular Profiling

Myeloma field needs molecular profiling for standard-of-care bone marrow samples:
• Mutational status in real-time (e.g., biallelic losses, TP53 mutations, for targeted therapies)
• Access to genomic data for discovery science

WGS/RNAseq



PRESENTED BY:

Future Directions: We Need Precision Medicine!
Some patients achieve MRD negativity with less therapy

C. Ola Landgren, M.D., Ph.D.

D-VRd: 65.1% MRD neg
VRd: 32.3% MRD neg

Abstract #7502; Rodríguez-Otero et al
Maura F, et al. J Clin Oncol. 2024

New genomic 
classification 
allows us to 
better decipher 
clinical and 
biological 
heterogeneity
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Novel Imaging for Multiple Myeloma: CD38 Targeted ImmunoPET

Ulaner G, Lewis J, Landgren O. J Nucl Med 2025 Mar 3;66(3):482



Novel Imaging for Multiple Myeloma: CD38 Targeted ImmunoPET

Landgren O et al., and Ulaner G. ASH 2025

• CD38-targeted immunoPET successfully identifies and localizes active 
myeloma disease, even in some patients where the myeloma cells 
are not FDG-avid

• In ~30% of the participants, immunoPET identified more sites of 
disease than standard-of-care FDG PET/CT, including 7 patients 
where disease was only detected on immunoPET 

• In two cases that were negative by standard-of-care FDG PET/CT, we 
found more than 100 sites of detectable disease using immunoPET 

• Overall, targeted immunoPET-based imaging has higher sensitivity 
compared to metabolic-based standard-of-care FDG PET/CT
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Myeloma Precursor Disease and Approaches for Intervention

© Ola Landgren, 2026

• Less is more, focus 
on avoiding 
toxicities

• Simplicity

• The disease may 
not be (easily) 
curable (?), but it is 
controllable

High points

Control
approach

Cure
approach



Daratumumab Monotherapy: CENTAURUS Phase 2 Trial

Landgren O, et al, Blood. 2025 Apr 10;145(15):1658-1669

Continued clinical activity of daratumumab monotherapy in 
intermediate- or high-risk SMM after ~7 years of follow-up 
with no new safety concerns



Daratumumab Monotherapy: AQUILA Phase 3 Trial

Dimopoulos MA, et al, N Engl J Med. 2025 May 8;392(18):1777-1788

Total of 390 enrolled patients: 194 daratumumab and 196 active-monitoring. Median follow-up of 65.2 months. Risk of disease 
progression or death was 51% lower with daratumumab than with active monitoring (hazard ratio, 0.49; 95% confidence 
interval [CI], 0.36 to 0.67; P<0.001). Progression-free survival at 5 years was 63.1% with daratumumab and 40.8% with 
active monitoring. Overall survival at 5 years was 93.0% with daratumumab and 86.9% with active monitoring

Among patients with high-risk smoldering multiple myeloma, subcutaneous daratumumab 
monotherapy associated with a significantly lower risk of progression to active multiple myeloma or 
death and with higher overall survival than active monitoring. No unexpected safety concerns identified



Myeloma Precursor Disease and Approaches for Intervention

© Ola Landgren, 2026

Control
approach

Cure
approach

• Less is more, focus 
on avoiding 
toxicities

• Simplicity

• The disease may 
not be (easily) 
curable (?), but it is 
controllable

High points
• High risk 

smoldering 
myeloma = “early 
multiple myeloma”

• Use effective 
combination 
therapy

• Effective 
combination 
therapy for this 
indication may have
a shot on goal for a 
cure (?)

High points



First KRd-Based High-Risk SMM Study: BETHESDA Phase 2 Trial

Kazandjian D et al. JAMA Oncology 2021

Patient population: High-risk SMM (N=54)
Treatment: “KRd” x 8  2 yrs LEN maintenance
MRD: 70% of pts achieved sustained MRD negativity
Progression to myeloma: 9% at 8 years



Kazandjian et al. Clin Cancer 
Research 2024

Treated 
high-risk 
SMM is less 
complex 
than NDMM
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Progression
Outcome

No progression

Combination of Driver Gene 
Mutations and CNV at Driver 
Loci (n = 139)

HR-SMM vs. NDMM has less
• Gain/Amp 1q
• MYC amplification
• RAS pathway mutations
• Inactivation of tumor 

suppressor genes
• APOBEC



Myeloma Precursor Disease and Approaches for Intervention
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Control
approach?

Cure
approach?

New way
to go!



Immuno-PRISM: a Randomized Phase 2 Trial (NCT05469893)

Nadeem O, et al. Blood. 2023;142 (Suppl 1): 206

• Dana-Farber. Randomized, phase 2, study evaluating teclistamab vs lenalidomide and 
dexamethasone in HR-SMM (2:1 randomization; 2 years lenalidomide/dex). Target: 30 vs 15 pts total

• Eligibility criteria included HR-SMM per Mayo 2018 “20-2-20” model, total IMWG risk score of 9 or 
greater, and other previously established high-risk criteria

• At the time of data cut off, 19 patients have been enrolled to study with median follow up of 6 months. 
The median age is 59 years old (range 35-73) with 9 females (47%) and 10 males (53%). Sixty-four 
percent of patients that had evaluable FISH results had high-risk abnormalities as follows: 1q gain (7 
pts), t(4;14) 1 patient

• In the teclistamab-treated cohort (12 patients), the ORR is 100% with 42% achieving a CR, 25% 
VGPR, 33% PR. Four patients with high-risk FISH receiving teclistamab have achieved a CR within 5 
cycles. In control arm of lenalidomide and dexamethasone (3 patients), the ORR is 66% without any 
complete responses to date. Of the 8 evaluable patients treated with teclistamab, the MRD negative 
rate at 10-6 is 100%, including 2 patients with VGPR-MRD negative disease. Average time to MRD 
negativity observed among evaluable patients was 4.25 cycles



Developing Synergistic Immunotherapy Combinations

Adapted from Mateos MV et al, ASH 2025

Daratumumab primes and enables optimized Teclistamab-(Tec)-Daratumumab-(Dara) immune mediated killing of myeloma cells



MajesTEC-3: Phase 3, Study Design

Adapted from Mateos MV et al, ASH 2025



MajesTEC-3: Phase 3, MRD Negativity and PFS

Adapted from Mateos MV et al, ASH 2025



The REVIVE Study: a Single-Arm Phase 2 Trial (NCT06100237)

Landgren O et al., and Kazandjian D. ASH 2025

• Eligibility criteria included HR-SMM per Mayo 2018 “20-2-20” model, total IMWG risk score of 9 or 
greater, and other previously established high-risk criteria

• Dosing schedule: once a week (cycle 1), thereafter once a month until completion of cycle 24. 
MRD testing annually up to 5 years after stopping therapy

• Primary objective: To determine the rate of deep responses (MRD negative 10-5 sensitivity NGS by
end of cycle 12

• Select secondary objectives: 
• To determine the overall safety profile of the combination treatment
• To determine rate of deep responses at 10-6 sensitivity by end of treatment
• To determine fraction of patients with long-term deep remissions (sustained MRD negativity; cure)
• To identify tumor cell genomics and host immune microenvironmental changes as predictors of 

response



The REVIVE Study: a Single-Arm Phase 2 Trial (NCT06100237)

Landgren O et al., and Kazandjian D. ASH 2025

• Of the first 13 enrolled patients, 11 have achieved stringent complete 
response (sCR) and had an MRD assessment, MRD testing by clonoSEQ 
NGS confirms that all 11 evaluated patients attained 10-6 MRD-negativity. 
Median time to MRD negativity was 7 (range 6-13) months

• Among the remaining 2 patients, 1 had obtained sCR and was pending MRD 
assessment at the time of data cutoff (completed 3 cycles of treatment); 1 
patient had a positive immunofixation IgG band (completed 4 cycles of 
treatment)

• None of the patients have had CRS or ICANS

• There have been no serious AEs

• Currently, we have ~10 open slots available

Open study: 
enrolling 

patients at Univ 
of Miami!

Lead PI: Dr Ola Landgren

Contact:
Sandra Mira

sxm2853@med.miami.edu
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