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Background/toxicity



Mechanism of action of CD20 bi-specific antibodies

Cassanello et al. Oncoimmunology 2024.



Bispecific Antibodies in DLBCL

Lewis et al. Blood 2025.



Bi-specific antibody dose/schedule and toxicity

Crombie et al. Blood 2024

Caution: risk of infection with or without hypogammaglobulinemia
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Single agent relapsed/

refractory DLBCL



Glofitamab in relapsed/refractory LBCL

Dickinson et al. NEJM 2022/ASH 2025.



Glofitamab with 39% CR and median PFS 4.9 months

Dickinson et al. NEJM 2022.

Median 3 prior lines of therapy
s/p CAR-T: 33%



At 2 years, 56% of complete responders remain in remission

Dickinson et al. ASH 2025



Thieblemont et al. JCO 2022/Vose et al. ASH 2025.

Epcoritamab in relapsed/refractory LBCL



Epcoritamab with 39% CR and median PFS 4.4 months

Thieblemont et al. JCO 2022

Median 3 prior lines of therapy
s/p CAR-T: 39%



14
Vose et al. ASH 2025.



Combinations in 
relapsed/refractory DLBCL



STARGLO: randomized phase 3 study in ASCT 
ineligible patients

Abramson et al. Lancet 2024



Starglo: majority of patients enrolled in Asia and 
Europe with <10% with prior CAR-T exposure

Abramson et al. Lancet 2024



Glofitamab arm associated with improved PFS and OS

Abramson et al. Lancet 2024



Mosunetuzumab plus polatuzumab in 
relapsed/refractory LBCL

Chavez et al. ASH 2024



Encouraging PFS and OS in the mosun/pola group

Chavez et al. ASH 2024



CRS occurred only during cycle 1 and was mostly grade 1

Chavez et al. ASH 2024



Front line combinations



Fixed duration Epcoritamab plus RCHOP in LBCL

Falchi et al. ASH 2024



Falchi et al. ASH 2024

Toxicity consistent with prior studies



Response rates very favorable in high- 
risk patient populations

Falchi et al. ASH 2024



21-month PFS 82%

Falchi et al. ASH 2024



Study Schema:

Glofitamab plus RCHOP or Pola-RCHP in high risk LBCL

Primary endpoints: Safety, relative dose intensity and rates of treatment 
discontinuation

Key secondary endpoints: Response rates by Lugano 2014, progression-free survival, 
overall survival, duration of response

Key inclusion criteria:

• Newly diagnosed DLBCL or HGBL
• Age 18-65
• At least one H-R feature

• IPI ≥ 3
• NCCN-IPI ≥ 4
• MYC and BCL2 and/or BCL6 

rearrangements
• ECOG 0-3 prior to cycle 1 or 0-1 

prior to cycle 2

Key exclusion criteria:

• CNS involvement
• Prior treatment of indolent 

lymphoma

Analysis: 
All 80 patients have completed study therapy

Updated median follow up of 20.7 months

Enrolment

N=40

N=40

Minson et al. ASH 2024



Toxicity profile favorable with low rates of predominantly 
grade 1 CRS

Safety event, n (%)

Arm A

Glo-R-CHOP

(n=40)

Arm B 

Glo-Pola-R-CHP

(n=40)

Total 

(n=80)

Cytokine release syndrome
  Grade 1
  Grade 2

7/40 (18%)
1/40 (3%)

8/40 (20%)
1/40 (3%)

15/80 (19%)
2/80 (3%)

Cytokine release syndrome 
recurrent events

1/40 (3%) 2/40 (5%) 3/80 (4%)

Neurotoxicity/ICANS 0 (0%) 0 (0%) 0 (0%)
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CRS Grade and Timing

Grade 2

Grade 1

CRS events were infrequent and mostly grade 1
No ICANS was observed

Minson et al. ASH 2024



CR rates 98% in both arms and across subgroups
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High rates of complete response were seen overall and in key 
subgroups

Minson et al. ASH 2024



Promising PFS in both arms

PFS estimate Arm A Glo-R-CHOP 

(n=40)

Arm B Glo-Pola-R-CHP

(n=40)

All patients 

(n=80)

12-month PFS, % (95% CI) 90% (75%-96%) 95% (81%-99%) 92% (84%-97%)

24-month PFS, % (95% CI) 86% (69%-94%) 86% (65%-95%) 86% (75%-93%)

PFS all patients PFS by study arm

Median follow up 20.7 months

Arm A: Glo-R-CHOP

Arm B: Glo-Pola-R-CHP

Minson et al. ASH 2024

Ongoing SKYGLO study comparing Glofit-Pola-RCHP 
versus Pola-R-CHP



Predictors of response and 
resistance



Outcomes very poor for patients with early CAR-T 
failure and when given as later line of therapy

Shumilov et al. Blood Adv. 2025



Biomarkers of response/resistance with bi-specific antibodies

Lewis et al. 
Blood 2025.



CD20xCD3 bi-
specific antibodies 
with CR rate 40% in 
refractory patients 

Combinations 
including with 

polatuzumab with good 
efficacy

Small studies in front 
line with RCHOP/Pola-

RCHP promising with on-
going RCT 

Predictors of 
response/resistance 

include burden of 
disease/prior 

therapies

CRS generally 
manageable. 

Infectious 
complications 

common.

Summary
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