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To the Editor,

Despite significant advances, including proteasome inhibitors, 
immunomodulatory drugs, and monoclonal antibodies, 
treatment outcomes remain unsatisfactory in patients with 
relapsed/refractory multiple myeloma (RRMM) presenting with 
extramedullary (EMD) disease [1,2]. Elranatamab is a bispecific 
antibody developed for the treatment of multiple myeloma 
(MM) [2,3,4]. It has been approved as monotherapy for RRMM 
based on the phase II MagnetisMM-3 study [3].

A 71-year-old female patient had been previously diagnosed 
with MM and plasmacytoma in September 2015 at the age of 62. 
Her Revised International Staging System (R-ISS) stage was II and 
no myeloma-specific molecular abnormalities were detected. 
She received four cycles of bortezomib, cyclophosphamide, 
and dexamethasone together with radiotherapy, followed by 
autologous stem cell transplantation with 200 mg of melphalan 
as conditioning. In the third month after the transplant, a 
complete medullary and partial EMD response was achieved. She 
subsequently received six cycles of bortezomib, lenalidomide, 
and dexamethasone, followed by lenalidomide maintenance 
therapy. In May 2023, positron emission tomography/computed 
tomography (PET/CT) revealed a recurrent expansile mass in the 
sacrum. Treatment was switched to carfilzomib, lenalidomide, 
and dexamethasone. After six cycles, a partial response was 
achieved; however, in the 16th cycle, disease progression was 
detected with a new 6-cm mass in the sacrum. The lesion was 
treated with involved-field radiation therapy. Subsequently, 
daratumumab, pomalidomide, and dexamethasone were 
initiated. After two cycles, serum protein electrophoresis (SPEP) 
showed a significant increase in M-protein (from 1.1 g/dL 
to 2.9 g/dL), and the serum free light chain (FLC) ratio was 36 
with serum free lambda level of 132 mg/dL and kappa level of 
3.67 mg/dL. PET/CT revealed multiple lesions in the axial and 

appendicular skeleton, in both scapulae, and the largest one, 
measuring 5.8x4.5 cm, was located at the anterior end of the 
second rib, extending toward the pleura and lung parenchyma, 
with an associated soft-tissue component. One was visibly 
located in the oral cavity (Figure 1A). As biochemical progression 
was evident, a bone marrow biopsy was not performed; however, 
a tru-cut biopsy taken from the oral lesion was consistent with 
lambda-positive plasma cell infiltration. As fifth-line therapy, 
elranatamab monotherapy was started. The patient developed 
grade 1 cytokine release syndrome, grade 2 thrombocytopenia, 
grade 3 neutropenia during treatment, and grade 5 infection; 
however, no immune effector cell-associated neurotoxicity 
syndrome was observed. The oral mass (Figure 1A) showed 
marked regression by day 10 of treatment (Figure 1B) and had 
completely disappeared by the first month (Figure 1C). After two 
cycles of treatment, the M-protein level on SPEP decreased to 
0.68 g/dL (Figure 2) and the FLC ratio declined to 12 (serum free 
lambda level of 2.02 mg/dL and free kappa level of 0.17 mg/dL). 
Unfortunately, while the third cycle of treatment was ongoing, 
the patient developed cytomegalovirus (CMV) reactivation and 
coronavirus disease-2019 (COVID-19) infection and died due 
to respiratory failure requiring intensive care unit admission. 
Therefore, long-term follow-up outcomes cannot be presented.

EMD involvement in MM is usually associated with an aggressive 
clinical course [1,2,5]. Penta-refractory patients typically have 
poor treatment responses [6]. Our patient was penta-refractory 
and presented with multiple EMD plasmacytomas. B-cell 
maturation antigen (BCMA) is highly expressed on malignant 
plasma cells and plays a critical role in their survival and 
proliferation, making it an attractive therapeutic target in MM. 
Elranatamab is a bispecific antibody that targets BCMA on 
myeloma cells [3,4]. In the pivotal trial that led to its approval, 
31% of patients had EMD disease and 42% were penta-refractory. 
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The overall response rate was 61%, with a complete response 
achieved in 35% of responders. However, patients with adverse 
prognostic features such as EMD disease, penta-refractory 
status, or R-ISS stage III disease had shorter median durations 
of response [3]. In a French real-world study in which 36% of 
the included patients had EMD disease and 76% had penta-
refractory status, the overall response rate was 51.5%. Again, 
responses were lower among patients with EMD disease and poor 
Eastern Cooperative Oncology Group (ECOG) performance status 
[7]. Teclistamab is another BCMA-targeted bispecific antibody. 
The phase 1-2 MajesTEC-1 trial was conducted in patients with 
RRMM. In this study, 30.3% of the patients were penta-refractory 
and 17% had EMD disease; the overall response rate was 63% 
and the complete response rate was 39.4% [8]. These results are 
similar to those of the MagnetisMM-3 trial.

Despite being penta-refractory and presenting with multiple 
plasmacytomas, our patient had a good ECOG performance 
status. Remarkably, a visible clinical response was observed even 
after the first cycle of treatment, despite the patient belonging 
to a group typically expected to have poor outcomes. Despite a 
marked response after the second cycle, the patient developed 
CMV reactivation during the third cycle and subsequently 
died due to COVID-19 infection and respiratory failure. In the 
pivotal trial leading to the approval of elranatamab, COVID-19 
infection was reported in 29.3% of patients, with 1.6% being 
grade 5 events, and the rate of CMV reactivation was 5.7% [3]. 
In the phase 1-2 MajesTEC-1 trial of teclistamab, COVID-19 
infection was reported in 17.6% of patients. During follow-up, 
68 of 168 patients were reported to have died, predominantly 
due to disease relapse; among these 68 patients, 12 deaths were 

Figure 1. Clinical photographs showing a large oral plasmacytoma before and after elranatamab treatment. A) Day 1, prior to therapy, 
demonstrating a prominent plasmacytoma lesion (5x4.5 cm) in the oral cavity. B) Day 10, marked reduction in tumor size (3x2 cm). C) One 
month after initiation of treatment, complete resolution of the lesion was observed.

Figure 2. Serum protein electrophoresis profiles. A) At the initiation of elranatamab therapy, the M-protein level was 2.9 g/dL. B) By the 
second month of therapy, a marked reduction was observed, with the M-protein level decreasing to 0.69 g/dL.
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attributed to COVID-19 infection [8]. Because our patient had 
RRMM and preexisting secondary immunodeficiency, routine 
antiviral (acyclovir), antifungal (fluconazole), anti-Pneumocystis 
jirovecii (co-trimoxazole), and antibacterial (levofloxacin) 
prophylaxis was administered. Filgrastim was given during 
episodes of neutropenia and immunoglobulin replacement 
therapy was provided. Unfortunately, the patient died due to 
COVID-19 infection. Elranatamab may be an effective treatment 
option for RRMM patients who have received multiple prior lines 
of therapy and present with plasmacytomas. However, patients 
should be regularly monitored for viral reactivation and should 
be thoroughly counseled on the importance of adhering to 
routine preventive measures and prophylactic therapies due to 
the high risk of infection.

Keywords: Plasmacytoma, BCMA, Elranatamab

Anahtar Sözcükler: Plazmositom, BCMA, Elranatamab

Ethics

Informed Consent: Informed consent was obtained.

Footnotes

Conflict of Interest: No conflict of interest was declared by the 
author.

Financial Disclosure: The author declared that this study 
received no financial support.

References
1.	 Zanwar S, Sidana S, Shune L, Puglianini OC, Pasvolsky O, Gonzalez R, Dima 

D, Afrough A, Kaur G, Davis JA, Herr M, Hashmi H, Forsberg P, Sborov D, 
Anderson LD Jr, McGuirk JP, Wagner C, Lieberman-Cribbin A, Rossi A, 

Freeman CL, Locke FL, Richard S, Khouri J, Lin Y, Patel KK, Kumar SK, 
Hansen DK. Impact of extramedullary multiple myeloma on outcomes with 
idecabtagene vicleucel. J Hematol Oncol. 2024;17:42. 

2.	 Qi Y, Li H, Qi K, Zhu F, Cheng H, Chen W, Yan Z, Li D, Sang W, Fei X, Gu W, 
Miao Y, Huang H, Wang Y, Qiu T, Qiao J, Pan B, Shi M, Wang G, Li Z, Zheng J, 
Xu K, Cao J. Clinical outcomes and microenvironment profiling in relapsed/
refractory multiple myeloma patients with extramedullary disease receiving 
anti-BCMA CAR T-cell-based therapy. Am J Hematol. 2024;99:2286-2295.

3.	 Lesokhin AM, Tomasson MH, Arnulf B, Bahlis NJ, Miles Prince H, Niesvizky R, 
Rodrίguez-Otero P, Martinez-Lopez J, Koehne G, Touzeau C, Jethava Y, Quach 
H, Depaus J, Yokoyama H, Gabayan AE, Stevens DA, Nooka AK, Manier S, Raje 
N, Iida S, Raab MS, Searle E, Leip E, Sullivan ST, Conte U, Elmeliegy M, Czibere 
A, Viqueira A, Mohty M. Elranatamab in relapsed or refractory multiple 
myeloma: phase 2 MagnetisMM-3 trial results. Nat Med. 2023;29:2259-2267. 

4.	 Shah N, Chari A, Scott E, Mezzi K, Usmani SZ. B-cell maturation antigen 
(BCMA) in multiple myeloma: rationale for targeting and current therapeutic 
approaches. Leukemia. 2020;34:985-1005. 

5.	 Bladé J, Fernández de Larrea C, Rosiñol L, Cibeira MT, Jiménez R, Powles R. 
Soft-tissue plasmacytomas in multiple myeloma: incidence, mechanisms of 
extramedullary spread, and treatment approach. J Clin Oncol. 2011;29:3805-
3812. 

6.	 Gill SK, Unawane R, Wang S, Ahn J, Aleman A, Siegel DS, Vesole DH, Parmar 
H, Phull P, Biran N. I-OPen: inferior outcomes of penta-refractory compared 
to penta-exposed multiple myeloma patients. Blood Cancer J. 2022;12:138.

7.	 Malard F, Bobin A, Labopin M, Karlin L, Frenzel L, Roussel M, Vignon M, Godet 
S, Chalopin T, Moyer P, Chalayer E, Orsini Piocelle F, Mariette C, Croizier C, 
Sohn C, Dib M, Le Calloch R, Ali-Ammar N, Loirat M, Benbrahim O, Payssot 
A, Trebouet A, Perrot A, Leleu X, Mohty M. Elranatamab monotherapy in 
the real-word setting in relapsed-refractory multiple myeloma: results of the 
French compassionate use program on behalf of the IFM. Blood Cancer J. 
2024;14:219.

8.	 Moreau P, Garfall AL, van de Donk NWCJ, Nahi H, San-Miguel JF, Oriol A, 
Nooka AK, Martin T, Rosinol L, Chari A, Karlin L, Benboubker L, Mateos 
MV, Bahlis N, Popat R, Besemer B, Martínez-López J, Sidana S, Delforge M, 
Pei L, Trancucci D, Verona R, Girgis S, Lin SXW, Olyslager Y, Jaffe M, Uhlar 
C, Stephenson T, Van Rampelbergh R, Banerjee A, Goldberg JD, Kobos R, 
Krishnan A, Usmani SZ. Teclistamab in relapsed or refractory multiple 
myeloma. N Engl J Med. 2022;387:495-505.

Address for Correspondence/Yazışma Adresi: Gülten Korkmaz, M.D., Ankara Bilkent City Hospital, Clinic of 
Hematology, Ankara, Türkiye
E-mail: drgulten@gmail.com ORCID: orcid.org/0000-0003-4467-9724

©Copyright 2026 by Turkish Society of Hematology Turkish Journal of Hematology, Published by Galenos Publishing House. 
Licensed under a Creative Commons Attribution-NonCommercial (CC BY-NC-ND) 4.0 International License.

Received/Geliş tarihi: November 5, 2025
Accepted/Kabul tarihi: January 16, 2026

Epub: January 19, 2026

DOI: 10.4274/tjh.galenos.2026.36449


