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Clinical features



outline

Rosinol L Beksac M et al Brit J Haemat, 2021, 194, 496–507
Blade J et al Blood Cancer J 2022: 12:135-143

Barcelona data:
At diagnosis: 1.9% EMD  17.6% PS
At relapse-1:  5.1% EMD  14.6% PS



Revised Table-2

Beksac M et al Haematologica 2020  105(1):201-208 

Paraossoeos  disease outcome 
at relapse vs  diagnosis deteroiates



Beksac et al Haematologica 2020
BMSG

Gagelmann et al Eur J Haematol 2023
BMT



Retrospective data results

Incidence and clinical success rate of EMD is increasing
AHCT improves outcome
Paraosseous plasmacytoma at diagnosis displays similar outcome to no-EMD 
but 
at relapse both paraosseous and soft tissue EMD are poor prognostic
EMD prior to AHCT is of worse outcome compared to EMD presenting at post-
AHCT 
Patients with EMD at diagnosis tend to relapse with EMD



Biology of EMD



Jelinek et al Leukemia 2022;36: 288–291 (2022)

RRMM: EMD effect

Daratumumab-Rd

CD38 expression

https://www.nature.com/leu


EMD: Genomics is complex

Zanwar et al Blood 2025;9(15):3979-87

Mutational burden is increased

Marrow is not equal to EMD 



EMD: Chromosome 1q abnormalities(63%) and p53 Mutation(37%)or del p53 (44%)
Non-EMD: Chr 1q abn (36%) and p53 mutation (15 %) del p53(20%)

Nakamoto- Matsubara et al ASH 2021
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Dabrafenib

Vemurafenib

• December 2009: pelvic plasmacytoma at Dx
• 1st line: 3xVAD, ASCT (2010), CR
• 2014: relapse with supraclavicular paraosseous plasmacytoma
• 2nd line: VCDx6, Bortezomib maintenance, sCR
• June 2016: relapse with thoracal paraosseous lesion
• 3rd line: Rdx15, CR  
• January 2018: relapse with multiple EMPs
• 4th line: Pom-Vd x8, Pom-Dex x2, PR
• December 2018: involved FLC ↑
• 5th line: Pom-Cy-Dex x5, CR
• June 2019: relapse with suprasternal paraosseous lesion
• 6th line: Pom-Vd x2, Pom-Dex x2, PR
• October 2019: bortezomib induced PNP and diarrhea
• November 2019: involved FLC ↑ and suprasternal lesion size↑
• 7th line: Carf-Benda x1, Carf-Cy-Dex x4, PR
• March 2020: progress with new EMP, RT
• 8th line: Dara-Rd, Dara-VRd, VGPR
• December 2020: relapse with periorbital EMP, RT and Cyber knife
• 9th line: DCEP x2, Dexa-BEAM, PR
• December 2021: progress with nasal EMP in the sphenoid sinus
• 10th line: Selinexor-Carf-Dex x1
• Nasal EMP NGS: BRAF mutation (+)
• 11th line: January 2022: Vemurafenib initiated VGPR
• Local recurrence August 2022: reoperated RT
• Pelvic new EMD 7 cm in diameter Dabrafenib initiated Response duration 10 

months
• Eltranamab PR in EMD but no hematological response 
• Modakafusp 

Seval GC, Beksac M et al. 19th IMS Annual Meeting Poster 099

59 y male patient λ light chain MM



How to treat EMD?
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Isa-Pd/Isa-Kd (without plasmacytoma)
Symbol = Censor

* As per Independent Response Committee

CI, confidence interval, CR, complete response; CT, computerized tomography; d, dexamethasone; Isa, isatuximab; K, carfilzomib; MM, multiple myeloma; MRI, magnetic resonance imaging; ORR, overall response rate; P, pomalidomide; 

PFS, progression-free survival; TEAE, treatment-emergent adverse event; VGPR, very good partial response

Evaluation of isatuximab in patients with soft-tissue plasmacytomas: Post hoc analysis from ICARIA-MM and IKEMA 

Safety

Incidence of soft-tissue plasmacytomas*

IKEMA

N=302

ICARIA-MM IKEMA

Any TEAE

G rade ≥3

Grade 5 TEAE

Serious TEAE

TEAE leading to definitive 

discontinuation

Duration of exposure in weeks, 

median (min–max)

Isa-Pd

(n=14)

100.0

85.7

7.1

57.1

0

Pd

(n=10)
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70.0

30.0
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10.0

Isa-Kd

(n=12)

100.0

100.0

16.7

75.0

0

Kd

(n=7)

71.4

57.1

14.3

57.1

14.3

The incidence of TEAEs should be interpreted in 

the context of the difference in treatment 

exposure between the treatment arms

Addition of Isa to Pd or Kd 

improved response rates

The addition of Isa to Pd or Kd 

partially overcomes the poor 

prognosis associated with MM 

and soft-tissue plasmacytomas

Radiological imaging confirmed 

Isa-Pd- or Isa-Kd-induced responses

Addition of Isa to Pd or Kd improved PFS

Efficacy data were pooled from 

ICARIA-MM and IKEMA to

achieve sufficient sample size

16.9 months Isa-Pd/Isa-Kd vs 2.6 months 

Pd/Kd Hazard ratio 0.47 (95% CI: 0.21–1.08)

NC Isa-Pd/Isa-Kd vs 12.1 months Pd/Kd

Hazard ratio 0.55 (95% CI: 0.42-0.70)

With soft-tissue plasmacytomas

Without soft-tissue plasmacytomas

ICARIA-MM IKEMA

A: Patient 1 baseline B: Patient 1 Cycle 3 Day 1 E: Patient 1 baseline F: Patient 1 Cycle 12 Day 23

D: Patient 2 Cycle 4 Day 1C: Patient 2 baseline

G: Patient 2 baseline

CT scans at baseline (E, G) and during 

treatment (F, H) for two patients receiving 

Isa-Kd

CT and MRI scans at baseline (A, C) and during

 treatment (B, D) for two patients receiving 

Isa-Pd

H: Patient 2 Cycle 6 Day 25

ICARIA-MM

N=307

24 (7.8%) 19 (6.3%)

50.0% Isa-Pd/Isa-Kd

17.7% Pd/Kd

26.9% Isa-Pd/Isa-Kd

11.8% Pd/Kd

11.5% Isa-Pd/Isa-Kd

0% Pd/Kd
CR

ORR

≥VGPR

36.9 

(6–72)

8.4

(1–19)

41.9

(2–87)

29.9

(4–83)

Isa-Pd

14/154 (9.1%)

Pd

10/153 (6.5%)

24/307 (7.8%)

Isa-Kd

12/179 (6.7%)

Kd

7/123 (5.7%)

19/302(6.3%)

Beksac et al  Leuk Res 2023







EMD (+) patients perform poorly
With advance in each LOT and ISS



Prospective EMD focused trial



EMN19



All patients (N = 40).            Patients with NDMM (n = 29).                     Patients with RMM (n = 11)

NDMM   vs. RRMM
 cytogenetic risk, ISS,marrow PC, CTC are comparable

EMN19

Beksac et al Hemasphere 2026



All patients (N = 40).     Patients with NDMM (n = 29).    Patients with RMM (n = 11)

Response rates are better among NDMMEMN19

Beksac et al Hemasphere 2026



PFS is better  for NDMM and 
with less number of plasmacytomas

EMN19

Beksac et al Hemasphere 2026



Zamagni et al J Clin Oncol (2021) 39(2):116–25 



Deep and durable 
within & outside of marrow responses are possible
Paraosseous = EMD 

EMN19

Beksac et al Hemasphere 2026



MRD(-) & complete metabolic
responses are the most durable

EMN19

NDMM perform better 
than first relapse MM

Beksac et al Hemasphere 2026



Take aways from EMN19

❖ Among NDMM DaraVCD three years of treatment is tolerable and effective 
attaining durable CMR & MRD(-)

❖ Tumour volume and number of EMD are prognostic

❖ Outcome of both para-osseous and EMD are less than non-EMD

❖ Circulating clonal plasma cells are associated with ISS but not EMD

Beksac et al Hemasphere 2026



Role of new immunotherapeutics



51-year-old male 

Presentation

Performance status

Radiographic findings

Laboratory values

Cytogenetic findings

Staging

Bone marrow biopsy findings

ECOG PS 2

Mprotein: 4.3 g/dL; FLC: 3450/7.5 mg/L; anemia (Hb: 7.3 g/dL);  renal impairment 

(CrCl: 55 mL/min) and proteinuria: 3.8 gr/day ; beta2mg: 18.8 mg/dL

PET scan showed multiple scattered osseous lesions suspicious for 

myeloma; with cortical disruption and prominent extraosseous 

component in the costa, thoracal and lumbar vertebrae

90% monoclonal plasma cells

FISH results showed high-risk cytogenetics: 1q gain

ISS-III , R-ISS: II but R2-ISS high

Transplant eligibility Transplant eligible due to age and fitness

Progressive back pain



CHOLESTASIS: 
Bilirubin: 15.8 mg/dl, Alkaline Phosphatase: 1360 U/L, GGT: 1169 U/L



Elrenatamab ElrenatamabElrenatamab

TCR EMD not eligible for chemo or ASCT

Serum M             Liver FT                 Renal FT



Treatment history

Operated

Zoledronate and Vitamin D3

Myelosuppression (prolonged cytopenias) related to ASCT and 
antiBCMA initially Elthrombopag not any more  

Frequent CMV reactivation , Valganciclovir & ivIg replacement

Approach to Bone disease Key AEs/toxicities

Induction 4L 4L

• Induction: Dara-VDT/ Dara-VRd/DaraVCd (4 
cycles)

• Best response: hematological and renal PR 
but onset of CHOLESTATIC LIVER involvement

• Elrexfio(2 cycles)
• Best response: 

CR, with 
normalization of  LFT

• Elrexfio continued
• Best response: 

CR, with MRD(-)
DOR  9 + mo

ASCT Mel200

SUMMARY



Role ofCART/Bispecifics



Blood Cancer Journal (2026) 16:12 



BMT 2025; 60:114-9



Blood Cancer Journal (2025) 15:126





EMD



RedirecTT-1: High ORR in Extramedullary Disease Subgroup







American Journal of Hematology, 2026; 101:521–536



Beksac et al Hemasphere 2026                            Kumar et al N Engl J Med 2025                                   



Role of novel drugs: Selinexor, Melflufen, 
Mezigdomide



October 17, 2022 and November 27, 2025, 30 patients were enrolled

A multicentric study from China

High-risk cytogenetics were present in 31.0%, and 27.6% met ultra-high-risk (“double-hit”) criteria.



Selinexor-VRd

ORR was 89.7% (sCR 58.6%, CR 3.4%, VGPR 10.3%, PR 17.2%). 

Imaging documented EMD regression in 89.7%

(complete resolution 79.3%, partial 10.3%); 

12-month PFS and OS rates were 87.9% and 96.3%,

EMN19 response rates: 
44.8% CR and >VGPR 79.3 % 
37.9% MRD(-) and 55.2 % CMR



CONCLUSION

PET-CT: a crucial diagnostic and response assessment toolto 

measure metabolic tumour volume(MTV) spatial heterogeneity 

& genomic complexity

Incidence: <10%(NDMM) >30% (RMM)

 soft tissue > paraosseous EMD are poor prognostic 

Treatment:

Frontline therapy : 

Chemo-radiotherapy + ASCT

Quadruplet in NDMM Transplant Ineligible+ 2 drug maintenance

Quadruplet + ASCT + 2-drug maintenance

Relapse :

Cilta-cel or dual bispecific antibodies or trispecific

Targeting BRAF, Selinexor

Clinical trials are needed



mbeksac56@gmail.com
beksac@livhospital.com.tr
Beksac@istinye.edu.tr
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