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74%, respectively. The most frequent treatment-related 
AEs were neutropenia (70%), anemia (68%), and CRS 
(60%), with CRS all being Grade 1–3 and occurring after 
the first full dose. ICANS was reported in 2 patients and 
resolved.

In a multicenter trial comparing glofitamab (glofit)-R-
CHOP (arm A) and glofit-pola-R-CHP (arm B) for high-
risk LBCL patients (IPI ≥ 3, NCCN-IPI ≥ 4, or HGBL with 
MYC and BCL2 and/or BCL6 rearrangements) [2], 80 
patients were randomized. After induction, CR/PR rates 
were 70%/29% in arm A and 80%/18% in arm B. Grade ≥ 3 
AEs occurred in 22/40 patients in each arm, with CRS 
Grade 1 in 7/40 (18%) in arm A and 8/40 (20%) in arm B. 
One Grade 2 CRS event occurred in each arm, with no 
Grade 3–5 CRS events.

BsAbs in the setting of first line unfit treatment patients
The EPCORE® DLBCL-3 trial (Arm A) [3] enrolled 45 
patients aged over 75 years, anthracycline-ineligible due 
to advanced age, comorbidities, or cardiac toxicity risk, 
all with newly diagnosed LBCL. These patients received 
epcor for a fixed duration of up to one year. Among 39 
evaluable patients, the ORR was 74% (29/39) and the 

To the Editor,
This article presents a comprehensive overview of the 
most recent clinical data on CD20×CD3 BsAbs for LBCL, 
as showcased at the 2024 ASH Annual Meeting (Table 1).

BsAbs in the setting of first line fit treatment patients
Patients with LBCL experience a relapse rate of 40% after 
first-line treatment, with OS and PFS rates decreasing 
as the IPI increases, suggesting the need for novel treat-
ments to improve outcomes. Falchi et al. reported results 
from the EPOCORE-NHL 2 trial involving 47 previously 
untreated patients with LBCL (IPI ≥ 3) who received 
epcoritamab (epcor) [1] plus R-CHOP. At the median 
follow-up the ORR was 100%, with a CR rate of 87%. 
The estimated OS and PFS at 24 months were 87% and 
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Abstract
Bispecific antibodies (BsAbs) represent an innovative class of off-the-shelf T-cell redirecting agents and are 
considered among the most promising immunotherapeutic strategies for the treatment of lymphoma. Notably, 
anti-CD20 × CD3 BsAbs have exhibited substantial monotherapy efficacy in patients with heavily pretreated 
B-cell non-Hodgkin lymphoma (B-NHL), showing a tolerable toxicity profile predominantly associated with T-cell 
activation-related side effects. In this study, we summarized several latest reports on CD20 × CD3 bsAbs for the 
therapy of Large B Cell Lymphoma (LBCL), also in first line, from the ASH 2024 annual meeting (ASH 2024).

CD20 xCD3 bispecific antibodies for large B 
cell lymphoma: latest updates from 2024 ASH 
annual meeting
V. Tomarchio1,2*, L. Rigacci1,2 and O. Annibali1,2

http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1186/s13045-025-01695-1&domain=pdf&date_stamp=2025-4-22


Page 2 of 4Tomarchio et al. Journal of Hematology & Oncology           (2025) 18:46 

CR rate was 64% (25/39). The most common treatment-
emergent AEs occurred in 20% of patients, with 68% of 
these being CRS. Despite advanced age and comorbidi-
ties, epcor demonstrated both efficacy and a favourable 
safety profile.

Another study explored the combination of epcor and 
R-mini-CHOP in first-line LBCL [4]. In arm 8 of the 
EPCORE™ NHL-2 study, 28 patients with a median age of 
81 years and cardiological comorbidities were enrolled. 
The median follow-up was 16.8 months, with an ORR of 
89% (25/28) and a CR rate of 82% (23/28). The most com-
mon treatment-related AEs were CRS (45%), all resolved 
except for one case.

Given R-CHOP’s high efficacy, BsAbs may be reserved 
for higher-risk or comorbid patients to enhance chemo-
therapy, without introducing new safety concerns.

BsAbs in the setting of R/R patients
R/R LBCL patients have poor prognosis, with 50% failing 
salvage chemotherapy and ASCT. CAR-T achieves long-
term remission in 40%, with some ineligible due to fit-
ness, access, or cost, or needing bridging therapy.

In the setting of R/R LBCL, three groups presented 
long-term follow-up data on monotherapy with BaAbs. 
Allan et al. [5] reported pooled data from the ELM 1 
and 2 studies using odronextamab (odro) monotherapy 
in hard-to-treat R/R LBCL populations. Epcore-NHL 
1 [6] presented 3-year data from 157 patients treated 
with epcor monotherapy. Dickinson [7] presented 3-year 
results from 155 patients treated with 12 cycles of glofit. 
These three trials demonstrated similar efficacy in terms 
of ORR and comparable CRS rates (Table 2).

Riedell et al. [8] presented the first results from pla-
motamab, a novel CD20×CD3 BsAb administered subcu-
taneously in heavily pretreated NHL patients, including 
14 with LBCL. The median number of prior lines was 4, 
compared to 3 for other BsAbs.

For combination therapies in R/R LBCL, Diefenbach 
et al. [9] explored the combination of glofit with R-ICE 
in patients eligible for ASCT or CAR-T therapy after one 
prior line. Gurion et al. [10] updated the Epcore-NHL-5 
study, where 40 patients with R/R LBCL received epcor 
plus lenalidomide for 12 cycles, achieving an ORR/CR 

rate of 67.6%/65%, this combination aim to restore the 
immune synapse and enhance cytotoxicity.

Both glofit and mosunetuzumab (mosu) have been 
combined with the anti-CD79b antibody-drug conjugate 
polatuzumab vedotin (pola) in R/R LBCL patients [11–
12]. In the Chavez trials, patients were randomized to 
the M-Pola arm vs. the rituximab (R)-Pola arm. The ORR 
and CR rates for these combinations were 84% and 61% 
for glofit, and 78% and 58% for mosu, respectively. These 
results suggest an advantage for combination therapy 
while maintaining a similar safety profile (Table 2).

CD20×CD3 BsAbs are a major advance in LBCL treat-
ment. While their CR rates match CAR-T, more data on 
long-term outcomes and DoRs are needed. The easiest 
accessibility to these drugs could represent an advantage 
to CAR-T and ensure better compared to ASCT in R/R 
patients.

Table 1  Characteristics of CD20×CD3 bispecifc antibodies
Agent Format CD20:CD3 

ratio
Administration FC silencing mutations Dosing Approved indications

Epcoritamab1 IgG1 1:1 SC L234F, L235E, D265A (no FcγR, C1q 
binding)

Step-wise LBCL and FL R/R after 2 or 
more lines

Glofitamab2 IgG1 2:1 IV IgG1-P329G-LALA (no FcγR binding) Step-wise LBCL after 2 or more lines
Odronextamab5 IgG4 1:1 IV Modified IgG4 (no FcγRIII binding) Step-wise Non approved for now
Mosunetuzumab12 IgG1 1:1 IV/SC N297G (no FcγR binding) Step-wise R/R FL after 2 or more lines
Plamotamab8 IgG1 1:1 IV/SC G236R, L328R (no FcγR binding) Step-wise Non approved for now
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Abbreviations
AE	� Adverse Events
ASH	� American Society of Hematology
ASCT	� Autologous Stem Cell Transplantation
BsAbs	� Bispecific Antibodies
CAR-T	� Chimeric Antigen Receptor
CR	� Complete Response
CRS	� Cytokine Release Syndrome
DoR	� Duration of Response
FL	� Follicular Lymphoma
IV	� Intravenous
ICANS	� Immune effector Cell-Associated Neurotoxicity Syndrome
ICE	� Ifosfamide, Carboplatin, Etoposide
IPI	� International Prognostic Index
HBGL	� High-Grade B-Lymphoma
LBCL	� Large B-cell lymphoma
Mo	� Months
NCCN	� National Comprehensive Cancer Network
NHL	� Non Hodgkin Lymphoma
OS	� Overall survival
ORR	� Overall Response Rates
PFS	� Progression-Free Survival
PR	� Partial Response
Pts	� Patients
R/R	� Relapsed/Refractory
R-CHOP	� Rituximab, Cyclophosphamide, Doxorubicin, Vincristine, and 

Prednisone
SC	� Subcutaneous

Author contributions
VT, LR and OA drafted and revised the manuscript and prepared the tables. All 
authors participated in the process of drafting and revising the manuscript. All 
authors read and approved the final manuscript.

Funding
We receive no funding.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
This is not applicable for this summary.

Competing interests
The authors declare no competing interests.

Received: 27 March 2025 / Accepted: 31 March 2025

References
1.	 Falchi L, Offner F, de Vos S, Brody J, Cordoba R, Linton K, Belada D. Fixed-

Duration Epcoritamab + R-CHOP induces high complete response rates 
in patients with previously untreated diffuse large B-Cell lymphoma 
Withhigh-Risk features: Long-Term results from the Epcore NHL-2 trial. Blood. 
2024;144:581.

2.	 Minson A, Verner E, Giri P, Butler J, Janowski W, Cheah CY, Dickinson MJ. 
A randomized phase 2, Investigator-Led trial of Glofitamab-R-CHOP or 
Glofitamab-Polatuzumab Vedotin-R-CHP (COALITION) in younger patients 
with high burden, high-Risk large B-Cell lymphoma demonstrates safety, 
uncompromised chemotherapy intensity, a high rate of durable remissions, 
and unique FDG-PET response characteristics. Blood. 2024;144:582.

3.	 Morschhauser F, Belada D, Duell J, Jurczak W, Kim TM, Kim WS, Woei-A-Jin S. 
Epcore DLBCL-3 first disclosure: Fixed-Duration Epcoritamab monotherapy 
in older (≥ 75 y), Anthracycline-Ineligible patients with previously untreated 
large B-Cell lymphoma. Blood. 2024;144:867.

4.	 Leslie LA, Cheah CY, Morschhauser F, Darrah JM, Brody J, Belada D, Karimi 
YH. Fixed-Duration Epcoritamab + R-Mini-CHOP in patients with previously 
untreated diffuse large B-Cell lymphoma ineligible for Full-Dose R-CHOP: 
updated results from arm 8 of the Epcore NHL-2 trial. Blood. 2024;144:3106.

5.	 Allan JN, Crombie JL, Matasar M, Topp MS, Walewski J, Kim TM, Arnason 
JE. Long-Term efficacy and safety of Odronextamab in relapsed/refractory 
diffuse large B-Cell lymphoma (DLBCL): pooled analysis from the ELM-1 and 
ELM-2 studies. Blood. 2024;144:3118.

6.	 Vose JM, Cheah CY, Clausen MR, Cunningham D, Farooq U, Feldman T, Karimi 
YH. 3-Year update from the Epcore NHL-1 trial: Epcoritamab leads to deep 
and durable responses in relapsed or refractory large B-Cell lymphoma. 
Blood. 2024;144:4480.

7.	 Dickinson MJ, Carlo-Stella C, Morschhauser F, Bachy E, Cartron G, Corradini 
P, Hutchings M. Fixed-duration Glofitamab monotherapy continues to 
demonstrate durable responses in patients with relapsed or refractory large 
B-Cell lymphoma: 3-year Follow-Up from a pivotal phase II study. Blood. 
2024;144:865.

8.	 Riedell PA, Patel K, Dunleavy V, Karimi YH, Shah NN, Ribrag V, Ahmed S. 
Plamotamab: first presentation of subcutaneous administration in a phase 1 
dose escalation study in heavily pretreated R/R NHL patients who had prior 
CAR-T cell therapy. Blood. 2024;144:4497.

9.	 Diefenbach CS, Caimi PF, Saba NS, Madueno FV, Hamadani M, Fayad LE, 
Pinter-Brown LC. Glofitamab in combination with rituximab plus Ifosfamide, 
carboplatin, and Etoposide shows favorable efficacy and manageable safety 
in patients with relapsed or refractory diffuse large B-Cell lymphoma, eligible 
for stem cell transplant or chimeric antigen receptor T-Cell therapy: results 
from a phase Ib study. Blood. 2024;144:987.

10.	 Gurion R, Mazza IA, Thieblemont C, Kim WS, Masszi A, García-Sancho AM, 
Avigdor A. Fixed-Duration Epcoritamab plus Lenalidomide in patients with 
relapsed or refractory diffuse large B-Cell lymphoma (DLBCL): updated results 
from arm 1 of the Epcore NHL-5 trial. Blood. 2024;144:3110.

11.	 Hutchings M, Balari AS, Bosch F, Larsen TS, Corradini P, Avigdor A, Gritti G. 
Glofitamab in combination with polatuzumab Vedotin maintains durable 
responses and a manageable safety profile in patients with heavily Pre-
treated relapsed/refractory (R/R) large B-Cell lymphoma (LBCL) including 
High-Grade B-Cell lymphoma (HGBCL): extended Follow-Up of a phase Ib/II 
study. Blood. 2024;144:988.

12.	 Chavez JC, Olszewski AJ, Bastos-Oreiro M, Assouline SE, Lossos IS, Diefen-
bach C, Budde LE. A randomized phase II study of mosunetuzumab SC plus 
polatuzumab Vedotin demonstrates improved outcomes versus rituximab 
plus polatuzumab Vedotin in patients (Pts) with relapsed or refractory (R/R) 
large B-Cell lymphoma (LBCL). Blood. 2024;144:989.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	﻿CD20 xCD3 bispecific antibodies for large B cell lymphoma: latest updates from 2024 ASH annual meeting
	﻿Abstract
	﻿To the Editor,
	﻿BsAbs in the setting of first line fit treatment patients
	﻿BsAbs in the setting of first line unfit treatment patients
	﻿BsAbs in the setting of R/R patients

	﻿References


