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Evolving landscape in Multiple Myeloma

Linvoseltamab

Besliu et al. Cancers 2025, 17, 525



- A significant number of interventional trials for MM were active or initiated between 2021 and 2025:

Total Interventional Trials: A 2025 analysis covering the previous decade identified a dataset of 1,209 interventional clinical trials 

specifically focusing on multiple myeloma therapeutics, which were active or initiated during that period.

Trial Phases: The trials initiated in this period were heavily focused on early intervention and new therapies, with 326 Phase 1 trials, 429 

Phase 2 trials, and 127 Phase 3 trials.

- it is estimated that between 22,000 and 25,000 scientific articles have been written in this five-year period.
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Source:  ClinicalTrials.gov and the WHO International Clinical Trials Registry Platform, International Myeloma Foundation







➢The diagnostic criteria for MM and SMM defined in the 2021 EHA guidelines remain

unchanged

➢The 2016 IMWG definitions for response, PD  and R/R have not changed

➢In 2016 IMWG gave definition for bone marrow MRD negativity (cut off value < 10 -5), 

that is the definition of the updated guidelines

Raccomandation on examinations on diagnosis, at response, during follow up, at relapse

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Raccomandation on examinations on diagnosis, at response, during follow up, at relapse

Urine-based tests are not obligatory for the 

assessment of response or during follow-up, but 

should be performed at diagnosis and at each 

relapse to exclude other pathologies (such as light 

chain amyloidosis or FLC deposition disease

Both PET–CT and DWI MRI are considered 

complementary to bone marrow MRD for the evaluation of 

MRD negativity

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Risk stratification

Greipp PR et al. JCO 2005, Palumbo A et al. JCO 2015, D’Agostino M et al. JCO 2022



% pts mOS mPFS

R2-ISS I 19.2% NR 68 months

R2-ISS II 30.8% 109 months 45 months

R2-ISS III 41.2% 68 months 30 months

R2-ISS IV 8.8% 38 months 20 months

D’Agostino M et al. JCO 2022, data supplement

R2-ISS improved better risk stratification



Risk stratification – coming soon

Avet-Loiseau H et al. JCO, 2025, Kostopoulos IV et al. Am J Hematol, 2024, Puig et al. Blood 2024
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The combination of CPCs assessment with ISS might further 

improve disease staging

MRD evaluation by NGF and MS achieves similar 

prognostic value based in single time point assessments 

and kinetics. Thus, the minimally invasive nature of MRD 

monitoring by MS represents a breakthrough in highly 

sensitive response assessment in MM



Risk stratification – SMM

Mateos MV IV et al. Blood Cancer J, 2020



Risk stratification – SMM

Mateos MV IV et al. Blood Cancer J, 2020



Mateos MV et al. NEJM, 2010, Lonial S et al. JCO, 2020, Dimopoulos MA et al. NEJM, 2024

Smouldering MM – Time for Treatment?



STUDY N°pts HR SMMM criteria Therapy % MRD

CESAR 90 Mayo 2018 KRd-ASCT-KRD-R for 2 ys 62

ASCENT 87 Mayo 2018 DKRd-ASCT-DKRd-DRd x 1y 84

LINKER SMM1

(m-fup 12.7 months)

24 Mayo 2018 + PETHEMA Linvoseltamab x 2 ys 100 after 1 cycle

(106)

CAR PRISM

(m-fup 15.3 months)

20 Mayo 2018 + IMWG Ciltacel 100 (106)

Smouldering MM – Curative approach

Mateos eta l. J Clin Oncol 2024, Kumar et al Blood2022, Rodriguez Otero et al Blood 2023, Nademm et al Nature 2026



Intensity of first-line therapy : 1st line for TE patients



Intensity of first-line therapy : 1st line for TE patients



Intensity of first-line therapy : 1st line for TE patients

Presented by P. Moreau et ASCO 2025



Intensity of first-line therapy : The disruptive role of  anti CD38 in maintenance

Goldschmidt et al. ASH 2024



Mai et al. J Clin Oncol 43, 1279-1288(2025)

Intensity of first-line therapy : The disruptive role of  anti CD38 in maintenance

GMMG-HD7 trial



Intensity of first-line therapy : The disruptive role of  anti CD38 in maintenance

Andersen Jr et al. 2025

AURIGA trial



Intensity of first-line therapy : The disruptive role of  anti CD38 in maintenance

Andersen Jr et al. 2025



Intensity of first-line therapy: from “what’s new to what’s next” 

Leypoldt et al. EHA Library 06/15/2025; 4159286; S209



Intensity of first-line therapy: from “what’s new to what’s next” 

Gay et al. Nature 2026



Intensity of first-line therapy: from “what’s new to what’s next” 

Perrot et al. Blood 2025



Intensity of first-line therapy : 1st line for NTE patients



Intensity of first-line therapy : 1st line for NTE patients



Intensity of first-line therapy : 1st line for NTE patients



Facon et al. Leukemia 2022,  Askeland et al. Lancet Haematol 2025

Intensity of first-line therapy : 1st line for NTE patients



Early use in immunotherapies in relapses

Randomized studies with Rd control arm

“Patients who have not received lenalidomide or have disease sensitive o this drug

should receive regimens that have been recommended in the 2021 EHA guidelines”



Early use in immunotherapies in relapses



Early use in immunotherapies in relapses

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Early use in immunotherapies in relapses

Regimen Trial mPFS (months) % R refractory

patients

mPFS in R 

refractory patients

Kd Endeavor 18.7 25 8.6

DVd Castor 16.7 24 7.8

DKd Candor 28.4 32 28.1

Isakd Ikema 35.7 32 HR 0.6

SVd Boston 13.2 37 10.2

DPd Apollo/Maia 12.4/23.7 63-76% 9.9/23

PVd Optimism 11.7 71% 17.8

“ Classical “ treatment strategies in Lena refractory MM patients



Hungria V et al. NEJM 2024, Dimopoulos MA et al. NEJM 2024; Popat et al.  Ash 2024

Early use in immunotherapies in relapses



Early use in immunotherapies in relapses

Regimen Trial mPFS

(months)

% R ref

patients

mPFS in R 

refractory

% Dara Ref

patients

mPFS TCR

Ciltacel Cartitude-4 NR 100 NR 23 (14% 

TCR)

19

BelaPd DreaMM-8/

Algonquin*

32.6 81 32 23 

(exposed)

19,6 *

BelaVd DreaMM-7 35.7 33 25 few /

New immunotherapies for MM patients in first relapse

Hungria V et al. NEJM 2024, Dimopoulos MA et al. NEJM 2024; Trudel et al. Nat Med 2024 Popat et al.  Ash 2024



Use of immunotherapies in 2nd or more advanced relapses

Dimopoulos MA et al. Ann Oncol, 2022, Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Use of immunotherapies in 2nd or more advanced relapses

Jagannath S et al, JCO 2025., Munshi NC, et al. N Engl J Med 2021;384:705-16 



Use of immunotherapies in 2nd or more advanced relapses



Use of immunotherapies in 2nd or more advanced relapses

Ferreri CJ et al. Blood Cancer J, 2023, Merz M et al. Blood Cancer J, 2024



Schjesvold et al. Lancet 2022

2nd or more advanced relapse



Supportive care -  How to manage old and new toxicities, bone lesions

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Supportive care -  How to manage old and new toxicities

Renal impairment

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Supportive care -  How to manage old and new toxicities

Infections

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



Supportive care -  How to manage new toxicities, CRS – ICANS, ocular toxicity

Dimopoulos MA et al. Nat Rev Clin Oncol, 2025



The new EHA-EMN guidelines are the new “state of the art” of the management of MM patients and are based on 

treatments approved, or in the process of approval, by the EMA. New treatments are included extensively.

Compared to the 2021 guidelines, the decision-making architecture changes drastically, especially for risk stratification, 

use of MRD, intensity of the first line and early placement of immunotherapies in relapses.

Therapeutic sequencing is renewed. In 2021, the sequencing was still dominated by "what the patient has already 

received" within the three traditional major classes; in 2025, the issue becomes "which immunological target has already 

been used, for how long, with what refractoriness, and with what window for withdrawal or target change.”

Regarding complications and supportive care, 2021 remained firmly anchored to the traditional recommendations for 

bone, infections, anemia, kidney, and thrombosis. 2025 guidelines substantially update them to address new toxicities. 

The new 2025 guidelines draw the attention on the clinical infrastructure needed to safely administer those drugs.

Conclusion
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