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Disclosures

• Research Funding: AbbVie, Roche, Genentech, Regeneron, Merck & Co., 
Pharmacyclics (an AbbVie Company)

• Other: Spouse is an employee of Sanofi-Pasteur

• The data described in this presentation will report on the investigational 
use of a number of agents, including those which have not been 
approved by any health authority
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FIG 1. Main T cell–redirecting bispecific antibodies in clinical development. (A) Blinatumomab, the first bispecific T-cell engager (BiTE), is a tandem single-chain variable fragment (scFv). 
(B) To increase the half-life, the CD3xCD20 BiTE it is linked to a silent fragment crystallizable region (constant; FC) portion to form the half-life extended (HLE)-BiTE. (C, D) The knob-into-
hole technology facilitates the correct pairing of FC portion of mosunetuzumab and glofitamab; this latter is characterized also by an asymmetric 2:1 format that incorporates bivalent 
binding to CD20 and monovalent binding to CD3 (CrossMAb). (E) Design of odronextamab exploits differences in the affinities of the immunoglobulin isotypes for Protein A coupled with 
the use of common light chain, allowing efficient large-scale purification. (F) In the Duo-Body, each parental antibody contains single matched point mutations in the constant region of the 
heavy chain 3 (CH3) domains, which allows the correct reassembly after in vitro separation (controlled fragment antigen-binding [Fab]-arm exchange). (G) Plamotamab uses FC domain 
variants that spontaneously form stable, heterodimeric bispecific antibodies allowing the use of standard antibody production methods. Different from the other molecules, the FC domain is 

functional.
Federico Lussana; Giuseppe Gritti; Alessandro Rambaldi; Journal of Clinical Oncology 2021 39444-455.DOI: 
10.1200/JCO.20.01564
Epcoritamab cartoon: Kater et al, Blood (2021) 138 (Supplement 1): 2627.

Bispecific Antibodies in Development for B-NHL
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The Difference A Year Makes!
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Schedule and RP2D
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Glofitamab Epcoritamab Mosunetuzumab Odronextamab

Treatment 
schedule

IV dosing 21-day 
cycles
Gazyva
pretreatment day 
-7
Day 1 & 8 (C 1)
Day 1 (C 2-12)

SC dosing 28-day 
cycles
Day 1,8,15,22 
(cycles 1-2)
Day 1,15 (C 3-6)
Day 1 from C7 
onwards

IV dosing 21-day 
cycles
Day 1, 8 & 15 (C1)
Day 1 (C2-17)

IV dosing 21-day 
cycles
Day 1,2,8,9,15,16 
(C1)
Day 1,8 & 15 (C2-
4)
Day 1 q 2 weeks 
maintenance

Duration of 
treatment

12 cycles Until disease 
progression or 
unacceptable 
toxicity

8 cycles (CR)
17 cycles (PR/SD)

Until disease 
progression or 
unacceptable 
toxicity

Step up dosing
and RP2D

2.5/10/30 mg 0.16/0.8/48 mg 1/2/60 mg C1 
60 mg C2 
30 mg C3-C17

0.7/4/20/80 or160 
80 mg FL
160 mg DLBCL
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Adverse Events of Interest – CRS and Neurotoxicity

7Gpt Gazyva pretreatment; SUD step up dosing

Glofitamab Epcoritamab Mosunetuzumab Odronextamab

CRS 71.4% any grade
6% > grade 3 
at RPTD

59% grade 1-2 
No grade 3-4

27.4% any grade 
1% grade >3 

54% any grade
7% > grade 3

CRS mitigation Gpt
SUD
4-hour infusion
anti-histamines, 
acetaminophen 
methylprednisolon
e (80 mg).

Subcutaneous
SUD
Prednisolone
100mg
Benadryl 50mg
Tylenol 650-
1000mg

SUD
Iv dexamethasone 
20 mg or 
methylprednisolon
e 80 mg)

SUD
4-hour infusion
Steroids
Tylenol
Benadryl

CNS toxicity Neurologic 31.4%
ICANS-like 5.7%

3% grade 1
3% grade 3

Headache 17.8%
Insomnia 11.2%
Dizziness 10.2%
4.1% grade 3

12% any grade
3% grade 3
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Epcoritamab safety and activity
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Hutchings et al, Lancet 2021; 398: 1157-69. 
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Subcutaneous Administration of Mosunetuzumab with
Cycle 1 Step-Up Dosing is Tolerable and Active in Patients with Relapsed/Refractory 
B-Cell Non-Hodgkin Lymphoma: Initial Results from a Phase I/II Study

9
Bartlett et al, Blood (2021) 138 (Supplement 1): 3573.
‡COVID-19 infection and large intestine perforation; §COVID-19 infection
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• SC mosunetuzumab showed high bioavailability (>80%) and offered a favorable PK profile relative 
to IV with comparable exposure, reduced Cmax and higher Ctrough

Pharmacokinetics

LLOQ, lower limit of quantification

Population PK model-predicted concentration-time profiles of SC 
mosunetuzumab versus IV
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Odronextamab activity

11Bannerji et al, Lancet Haematol 2022; doi: 10.1016/S2352-3026(22)00072-2.
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Figure 2 

The Lancet Haematology 2022 9e327-e339DOI: (10.1016/S2352-3026(22)00072-2) 

Odronextamab activity

Follicular lymphoma

DLBCL with prior CAR-T

DLBCL w/o prior CAR-T
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Odronextamab PFS in FL and DLBCL
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Bannerji et al, Lancet Haematol 2022; doi: 10.1016/S2352-3026(22)00072-2.
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Glofitamab Monotherapy Provides Durable Responses After Fixed-Length
Dosing in R/R non-Hodgkin Lymphoma Patients

• Median follow-up of patients who achieved CR exceeded 12 months for patients 
with aNHL and median follow-up of CR was 5.3 months for iNHL

• Responses were durable beyond the end of treatment (approximately month 9):
– aNHL: after a median CR follow-up of 12 months, 50/69 (72.5%) patients had an ongoing CR
– iNHL: after a median CR follow-up of 5.3 months, 43/52 (82.7%) patients had an ongoing CR

Dickinson et al, Blood (2021) 138 (Supplement 1): 2478. 
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Mosunetuzumab activity in FL
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Budde et al, Blood (2021) 138 (Supplement 1): 127.

N= 90 FL subjects
Poor risk population with 53% double 
refractory, 52% POD24 and median 3 (2-10) 
prior lines of treatment.
• ORR 80%
• CR 60%
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Duration of Response and Progression-free survival
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Budde et al, Blood (2021) 138 
(Supplement 1): 127.
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Glofitamab regimens investigated in R/R MCL

17

Phillips et al. Blood (2021) 138 (Supplement 1): 130.
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Common adverse events of Glofitamab in R/R MCL 

18
Phillips et al. Blood (2021) 138 (Supplement 1): 130.
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Glofitamab time on treatment and response in R/R MCL

19
Phillips et al. Blood (2021) 138 (Supplement 1): 130.
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Study Design: EPCORE CLL-1 (NCT04623541)

aPatients received SC epcoritamab with step-up dosing (ie, priming and intermediate doses before first full dose) and corticosteroid prophylaxis to mitigate 
CRS. 
bTumor response was evaluated by CT/MRI every 8 wk up to wk 24, and then every 24 wk until PD, start of new anticancer therapy, consent withdrawal, or 
death.

Kater et al. Blood (2021) 138 (Supplement 1): 2627.
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Response-Evaluable Populationa (n=9)

• Responses were observed in 4 patients, 
including 1 CR and 3 PRs

• Responders had high-risk disease; 
3 of 4 responders had TP53 aberrations

48 mg

24 mg

0 4 8 12 16 24 2820 32
Time on study, wk

CR PROngoing treatment SD Death + Discontinued due to PD

aThe response-evaluable population includes patients who had evaluable disease at baseline and ≥1 postbaseline response evaluation or died within 60 d of first dose. 
bPatient discontinued due to physician decision.
Kater et al, Blood (2021) 138 (Supplement 1): 2627.

Data cutoff: October 1, 
2021
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Glofitamab Plus R-CHOP Phase Ib in Patients (pts) with 
Relapsed/Refractory Non-Hodgkin Lymphoma and Previously Untreated 
Diffuse Large B-Cell Lymphoma

22



19th International Ultmann Chicago Lymphoma Symposium

Glofit + R-CHOP demonstrates manageable safety 
in patients with R/R NHL and 1L DLBCL

TEAE, n (%) R/R NHL
Dose-escalation phase (N=31)

1L DLBCL
Safety run-in phase (N=26)

TEAE 31 (100) 20 (76.9)

Related to Glofit 26 (83.9) 12 (46.1)

Grade ≥3 AE 28 (90.3) 15 (57.7)

Related to Glofit 20 (64.5) 4 (15.4)

Grade 5 (fatal) AE 1 (3.2)a 1 (3.8)b

Related to Glofit 0 0

AE leading to Glofit dose modification/interruption 9 (29.0) 2 (7.7)

AE leading to Glofit discontinuation 3 (9.7)c 0

ICANSd 1 (3.2) 0

Neutropenia 24 (77.4) 12 (46.1)

Grade ≥3 24 (77.4) 11 (42.3)

Febrile neutropenia 6 (19.4) 2 (7.7)

Infections 20 (64.5) 2 (7.7)

Grade ≥3 6 (19.4) 1 (3.8)

Tumor flare 0 0
aGrade 5 COVID-19 pneumonia not related to study treatment in the R/R NHL cohort. bGrade 5 infusion-related reactions related to rituximab in one patient on C1D1 in the 1L DLBCL cohort. 
cAEs leading to Glofit discontinuation in the R/R NHL cohort included: Grade 4 CRS, Grade 4 ileus paralytic and Grade 3 pneumonia in one patient with R/R MCL, Grade 3 epilepsy in one 
patient during the maintenance period and Grade 1 influenza-like illness in one patient during the maintenance period. dGlofit-related neurologic AEs potentially consistent with ICANS 
occurred in one patient (treated with Glofit 2.5/10/10mg) who experienced Grade 1 neurotoxicity (non-serious) and Grade 3 epilepsy (serious) which resolved at the clinical cut-off date. 1L, 
first-line; AE, adverse event; C, cycle; CRS, cytokine release syndrome; D, day; DLBCL, diffuse large B-cell lymphoma; ICANS, immune effector cell-associated neurotoxicity syndrome; NHL, 
non-Hodgkin lymphoma; PTs, preferred terms; SOC, System Organ Class.



19th International Ultmann Chicago Lymphoma Symposium19th International Ultmann Chicago Lymphoma Symposium

Conclusions

24

• Both limited duration and indefinite therapy lead to durable responses

• Subcutaneous dosing avoids high grade CRS and remains active

• Activity is seen across a number of B-cell NHL including FL, DLBCL, MCL and CLL/SLL

• Combination with chemotherapy is safe

• Awaiting the 1st regulatory approval in this class

• My ideal: Outpatient subcutaneous administration of limited duration in chemotherapy free 
regimens
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