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✹Overview of bispecific antibody (BsAb) structure and function

✹BsAb therapy in aggressive lymphomas (LBCL)

✹BsAb therapy in indolent lymphomas (FL)

✹ Toxicity management

✹Biomarkers to predict response and resistance

✹Challenging questions regarding BsAb in lymphoma

✹Where is the field going?

✹ Summary



Structure and Function of 
Bispecific Antibody Therapies



Coiffier et al, NEJM, 2002; Maloney et al, NEJM, 2012

Rituximab improves efficacy 

through FcɣR-mediated 

mobilization of cytotoxic and 

phagocytic host immune cells



Basic BsAb Structure and Function

Cassanello et al, Oncoimmunol, 2024



Differences in BsAb structure

Falchi et al, Blood, 2023



Bispecific Antibody Therapy for Aggressive 
B-Cell Lymphoma



Bispecific antibody therapies for aggressive B-cell lymphomas

Epcoritamab
•Subcutaneous
•Continuous
•Approved May 19, 2023 (≥3L)

Glofitamab
•Intravenous
•Time-limited
•Approved June 15, 2023 (≥3L)

fda.gov



Epcoritamab (SC) in R/R aggressive B-cell lymphoma

Hutchings, ICML, 2021



Thieblemont, JCO, 2023

Epcoritamab (SC) in R/R aggressive B-cell lymphoma



Thieblemont, et al, EHA, 2024; Vose, ASH, 2024

Epcoritamab (SC) in R/R aggressive B-cell lymphoma

36 months (ASH 2024):

ORR: 59%, CR: 41%

Median DoCR: 36.1 months

mPFS: 4.2 mos (37.3 mos in CR)

mOS: 18.5 mos (NR in CR)



Glofitamab (IV) in R/R aggressive B-cell lymphoma

Falchi et al, ASCO, 2023



Glofitamab (IV) in R/R aggressive B-cell lymphoma

Dickinson et al, NEJM, 2022; Dickinson et al, ASH, 2024

Overall

ORR: 52%

CR: 40%

mDoCR: 29.8

EOT CR:

2y PFS: 57%

2y OS: 77%

ASH 2024



Glofitamab (IV) in R/R aggressive B-cell lymphoma

Falchi et al, ASCO, 2023



Combination regimens with BsAb in LBCL: STARGLO

Abramson et al, EHA, 2024



Combination regimens with BsAb in LBCL: STARGLO

Abramson et al, EHA, 2024



Combination regimens with BsAb in LBCL: STARGLO

Abramson et al, EHA, 2024



Combination regimens with BsAb in LBCL: EPCORE-NHL 2

Cordoba et al, SOHO, 2024



Combination regimens with BsAb in LBCL: EPCORE-NHL 2

Cordoba et al, SOHO, 2024



Haydu et al, Blood Adv, 2024



Bispecific Antibody Therapy for 
Indolent B-Cell Lymphoma



Bispecific antibody therapies for indolent B-cell lymphomas

Mosunetuzumab
•Intravenous
•Time-limited (8 or 17 cycles)
•Approved December 22, 2022 (≥3L)

Epcoritamab
•Subcutaneous
•Continuous
•Approved June 26, 2024 (≥3L)

fda.gov



Mosunetuzumab (IV) in R/R follicular lymphoma

Nastoupil et al, SOHO, 2022



Mosunetuzumab (IV) in R/R follicular lymphoma

Budde et al, JCO, 2024



Epcoritamab (SC) in R/R follicular lymphoma

Linton et al, Lancet Oncol, 2024



Haydu et al, Blood Adv, 2024



Bispecific Antibody Therapy 
Toxicity Management



Common Toxicities of BsAb Therapies

✹Cytokine release syndrome (CRS)

✹ Immune-effector cell mediated neurotoxicity syndrome (ICANS)

✹ Prolonged cytopenias

✹ Tumor flare reaction

✹ Infectious complications



Mosunetuzumab Epcoritamab Glofitamab

Administration IV, time-limited SC, indefinite IV, time-limited

Dosing schedule C1: days 1, 8, 15 

C2+: day 1, every 21 d, 
for up to 8 cycles in CR 
or up to 17 cycles for PR 
or SD

C1-3: days 1, 8 ,15, 22

C4-9: days 1 and 15

C10+: day 1, every 28 d 
until PD

C1: obin, day 1; glofit, 
days 8 and 15

C2-12: d1, every 21d

Risk mitigation 
strategy

Step-up dosing Step-up dosing Obinutuzumab
Step-up dosing

Hospitalization Optional C1D15 for 24h C1D8 for 24h

Administration of various BsAb



Mosunetuzumab Epcoritamab Glofitamab

CRS Grade G1 G2 G3 G4 G5 G1 G2 G3 G4 G5 G1 G2 G3 G4 G5

CRS Incidence 26% 17% 1% 1% 0% 34% 15% 3% 0% 0% 47% 12% 3% 1% 0%

Time to onset: C1D1  
C1D8  

C1D15
C2D1

C3D1+

23.3%
5.6% 

36.4%  
10.3% 
2.4%

(5h)
(20h)
(27h)
(38h)
(na)

C1D1  
C1D8  

C1D15
C1D22
C2D1+

5.8%
11.8%
42.3%
4.9%
3%

(24h)
(24h)
(20h)
(24h)
(na)

C1D1
C1D8

C1D15
C2D1

C3D1+

42.8%
25.2%
26%
0.9%

13.5h
(6-52)

Median 
duration of CRS

3d (1-29d) 2d (1-27d) 2.5d (1-34d)

Cytokine Release Syndrome (CRS) in BsAb Therapy

Crombie et al, Blood, 2024



Management of Cytokine Release Syndrome

Crombie et al, Blood, 2024



Management of Cytokine Release Syndrome

Crombie et al, Blood, 2024



Management of Cytokine Release Syndrome

Crombie et al, Blood, 2024



Mosunetuzumab Epcoritamab Glofitamab

ICANS Grade G1-2 G3 G4 G5 G1 G2 G3 G4 G5 G1-2 G3-4 G5

ICANS Incidence 3% 0% 0% 0% 4.5% 1.3% 3% 0% 0.6% 5% 3% 0%

Immune Effector Cell Associated Neurotoxicity Syndrome 
(ICANS) in BsAb Therapy

Crombie et al, Blood, 2024





Management of ICANS

Crombie et al, Blood, 2024



Tumor Flare Reaction

✹Characterized by short-term volumetric increase in tumor burden, erythema, 

pain, and fever

✹ Typically occurs after first dose of BsAb

✹ Incidence 4-7%

✹May cause organ compression or compromise

✹Have risk mitigation plan in place when tumor flare could result in urgent 

scenario

▪ Steroids / analgesics

▪ Radiation

▪ Surgical consultation



Cytopenias and Infections

Reynolds et al, Blood Adv, 2024

✹ Infectious risk is significant in clinical trial patients, probably higher in real world 

cohorts (robust data lacking here)

✹Cytopenias are common following BsAb in B-cell NHL

▪ Neutropenia: 20-40% (Avoid GCSF during SUD and active CRS)

▪ Anemia: 15-45%

▪ Thrombocytopenia: 10-25%



Infectious Prevention Strategies

Braun et al, ASCO Educ, 2024

Strategy Specification Action Taken

Vaccination VZV
Pneumococcal spp.
Influenza
COVID-19

If possible, should vaccinate prior 
to initiating BsAb therapy

Viral testing (prior to therapy 
initiation)

HBV
HCV
HIV
EBV
CMV

Entecavir (or other hepatitis 
prophylaxis) if indicated
Pre-emptive treatment of CMV 
reactivation

Pretreatment level assessment IgG IVIG if IgG <400 mg/dL

Prophylaxis Antiviral
PJP 
Antibacterial 
Antifungal

Strongly recommended
Strongly recommended
Institutional guidelines
Institutional guidelines



Future Directions and Challenges 
in Bispecific Therapy



Forthcoming Studies

✹ASH 2024 (selected)

▪ Abstract 987: Glofi-R-ICE in transplant or CAR T-eligible R/R LBCL

▪ Abstract 988: Glofi + pola in R/R LBCL

▪ Abstract 3100: BsAb outcomes in real world UK cohort

▪ Abstract 111: BsAb outcomes in real world US cohort

▪ Abstract 582: Glofi+ R-CHOP/pola-R-CHP in high risk DLBCL

▪ Abstract 1627: FD Epco+BR in 1st line FL

▪ Abstract 867: FD Epco mono in 1L, anthracycline-ineligible LBCL

▪ Abstract 3110: FD Epco + lenalidomide in R/R LBCL

▪ Abstract 581: FD Epco + R-CHOP in 1st line LBCL



MRD as a prognostic marker in BsAb therapy

Hutchings et al, Blood, 2023; Linton et al, Lancet Oncol, 2024

Glofitamab in LBCL
Epcoritamab in FL



CAR T-cell therapy OR Bispecific Antibody Therapy??

Haydu et al, Blood Adv, 2024



Summary Points
✹BsAb therapy has shown remarkable efficacy in a subset of patients with NHL, 

in particular among those who achieve CR

✹ Longer follow-up is needed and we cannot yet make assumptions about 

curative potential of these therapies

✹ There are 3 FDA approved BsAb therapies for indolent and aggressive NHL

✹ Toxicity can be significant

▪ CRS, common but low grade

▪ ICANS is rare

▪ Infections and prolonged cytopenias common and preventive strategies 

should be clearly defined

✹BsAb actively being explored in combination regimens in 1st line and R/R 



Thank you!
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