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Development of Bispecific Antibodies



Bispecific An9bodies

• By recombinant DNA methodologies a range of recombinant BsAbs 
with over 50 different formats are now being produced

• BsAbs are divided into two classes – those bearing an Fc region and 
those without an Fc region

BITE = Bi-specific T-cell 
engager

DART = Dual-Affinity Re-
Targe:ng An:body



Bispecific Antibodies
• BsAbs redirect immune effector 

cells in close proximity to 
malignant cells

• T cells undergo acBvaBon due to 
CD3 cross-linking, which is 
associated with cytokine release 
(IFN-g, TNF-a, IL-2, -6, -10) and 
cytotoxic granule release 
(granzyme B)

• T-cell acBvaBon is MHC-
unrestricted and no longer 
depends on the naBve TCR 
specificity of the acBvated T cell



Bispecific Antibodies
• The Fc domain adds stability and increases the half-life 

of the molecule in vivo 
• It induces ADCC by recrui;ng NK cells and/or 

macrophages, and mediates CDC by fixing 
complement

• Intricate interplay among Ab affinity, epitope loca;on 
within the targeted an;gen, and an;gen density and 
mobility on the target cell surface, all of which 
contribute to op;mal T-cell ac;va;on



BsAbs in Clinical Development



Mosunetuzumab

Schuster aet al., ASH 2019, Abs 6



Epcoritamab (sc)

M Hutchings, ASH, 2020



Odronextamab



Glofitamab (CD20-TCB, RG6026, RO7082859) is a novel 
T-cell-engaging bispecific full-length antibody with a 
unique 2:1 molecular configuration

Glofitamab’s molecular configuration is associated with 
superior potency under experimental conditions vs 
other CD20-CD3 bispecific antibodies with a 1:1 format, 
enabling concomitant treatment with other CD20 
directed antibodies3,4

Induces rapid T-cell activation, proliferation and 
cytokine release, leading to target cell lysis

CH1, constant heavy 1; CK, kappa light chain; Fc, fragment crystallisable; VH, variable heavy; VL, 
variable light

CD3 T-cell 
engagement

Silent Fc region
extends half-life and 
abrogates potential 
ADCC/ADCP/CDC-

related toxicity

High avidity
binding to CD20

on B-cells

Head-to-tail 
geometry confers 

higher potency than 
other formats



Treatment Schedule



Treatment Schedule & Key Inclusion Criteria

Primary objectives

• Age ≥18 years

• CD20+ B-cell R/R NHL

• ≥1 prior therapy

• ≥1 measurable lesion

• Adequate haematological and liver func:on

• ECOG PS ≤1

• Evaluate safety, tolerability, PK, and anti-tumor
efficacy (Lugano criteria)1

• Determine MTD/OBD and RP2D

Key inclusion criteria

• 1000mg Gpt 7 days prior to glofitamab administra:on

• Glofitamab IV step-up doses on C1D1 and D8 and at target dose 
from C2D1 (2.5/10/16mg or 2.5/10/30mg)

• Cycle 1 was 14-days long; glofitamab was given Q3W thereader 
for up to 12 cycles

Treatment schedule 

C1D-7

•Gpt
1000mg IV

C1D1

•Glofitamab 
2.5mg

C1D8

•Glofitamab 
10mg

C2D1 up 
to C12D1

•Glofitamab 
16 or 30mg



Pa8ent Characteris8cs



Adverse Events ≥10%



Incidence of CRS by Cycle and Dose

CRS was predominantly confined to cycles 1 and 2
Step-Up Dosing allowed the administration of a high target dose (30 mg)



Waterfall Plot of the BOR

• Aggressive B-NHL
• All cohorts, ORR and CR were 48.0% and 33.1%, 

respectively 
• RP2D, ORR and CR were 71.4% and 64.3%, respectively



Time to CR & DOR

In aggressive NHL, the mDOR was 
5.5 months

Time to CR was short, with the 
majority occurring by cycle 3



Duration of CR and PFS

Median DOCR not reached
Of 63 patients with CR 
53 (84.1%) ongoing CR with a
maximum observation of 27.4 mos

The median PFS was 2.9 months, 
with a plateau of approximately 
24% from 8 months onward



Pharmacodynamic effects are 
observed at all doses of glofitamab

̰̰̰̰̰̰̰T-cell margina.on
(CD8+) • A transient reduc.on in 

peripheral T cells* was observed 
a;er each glofitamab infusion

– strongest effects a6er first 
glofitamab infusion

– consistent with T-cell margina?on 
described with other CD3 
bispecifics

• T-cell ac.va.on (granzyme B+ T 
cells*) was observed with each 
glofitamab infusion

– Increased ac?va?on with 30mg vs 
16mg dose

̰̰̰̰̰̰̰

T-cell activation
(CD8+GZMB+)
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