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BiSpecific Antibodies in Hematologic 

Malignancies
NEW DRUGS IN LATE-STAGE DEVELOPMENT OR FDA 

APPROVED

• Bispecific Antibodies: T-Cell Engagers in Lymphoma

• Glofitamab

• Mosunetuzumab (FDA Approved for Follicular 
Lymphoma)

• Odronextamab

• Epcoritamab

• Bispecific Antibodies: T-Cell Engagers in Myeloma

• Teclisimab (FDA Approved for Multiple Myeloma)

• Talquetamab

• Elranatamab

• Cevostamab

• Bispecific Antibodies: T-Cell Engagers in Leukemia

• Blinatumomab (FDA Approved for Acute 
Lymphoblastic Leukemia)

Mechanisms of tumor cell lysis mediated by 
Bispecific Antibodies

Tian, Z., Liu, M., Zhang, Y. et al. J Hematol Oncol 14, 75 (2021



Bispecific Antibodies in Hematologic 

Malignancies

Targets of bispecific B cell-recruiting antibodies

Tian, Z., Liu, M., Zhang, Y. et al. Bispecific T cell engagers: an emerging therapy for management of hematologic malignancies. J Hematol Oncol 14, 75 (2021



What is CONCERT?

CONCERT NETWORK (Community ONcology CEllulaR Therapy 
Network)

NETWORK of community providers 
for establishing the infrastructure 

for cellular therapies defined as Bi-
specific antibodies, CAR-T 

therapies and other 
immunotherapies directed towards 

T-cells or malignant cells.

AIMS AND OBJECTIVES PRIMARY
Create an organizational structure 

and infrastructure.

Create standard operating 
procedures for proving cellular 

therapy in the community.

Create treatment protocols for the 
administration of cellular therapies 

and immunotherapies.

Create treatment protocols for 
managing adverse reactions 

associated with cellular therapies.

Provide advice to manufacturers 
on cellular therapies.

Provide up to date education on 
the indications, adverse reactions, 

safety, and management of 
patients requiring cellular 

therapies.

Provide a forum for exchanging 
ideas amongst providers, payers 
and manufacturers on the use of 

cellular therapies.

Advocacy for cellular therapies 
particularly for patients treated in 

the community.

Understand and provide the tools 
to promote diversity and equity in 
the delivery of cellular therapies in 

community oncology.

SECONDARY

Understand the financial 
challenges for the provision of 

cellular therapies in community 
oncology.

Establish the infrastructure for 
promoting research studies across 

the NETWORK.

Create a structure for sharing data 
and collecting data including for 

but not limited to publications.
Membership

Providers: Community Oncologists, 
Pharmacists and Advance 

Providers, administrators, payers 
and manufacturers’ 

representatives.



How to set up your cellular therapy/bispecific therapy program

101; “Just do it”

“Nothing to fear but fear itself” (Franklin Delano Roosevelt/FDR, 32nd POTUS)

Set up a check list:
✓ Create an organizational structure and infrastructure.

✓ Create standard operating procedures and treatment protocols.

✓ Hospitalization procedure for adverse reactions and notification of management teams; Emergency department, critical care, 

infectious diseases, hospitalist teams, nursing, pharmacy, neurology etc.

✓ Procedures and Management of AE’s: CRS and grading of CRS, ICANS and grading of ICANS: Steroids, tocilizumab, 

vasopressors

✓ Drug availability for management of AE’s; including but not limited to tocilizumab, steroids, and antibiotics.

✓ Setting up local management teams for AE management: Emergency department, critical care, infectious diseases, hospitalist 

teams, nursing, pharmacy, neurology etc.

✓ Infectious disease prophylaxis and management of immune deficiencies: antibiotics, antivirals, antifungals, immunoglobulin, and 

COVID-19 antibody prophylaxis.

✓ Training of clinic, hospital nursing staff and physicians: hematologists/oncologists/pharmacists/ED, ID, Critical care, Neuro logy 

consultants.



ASCO GUIDELINE FOR THE MANAGEMENT OF 
IMMUNE RELATED TOXICITIES AFTER CAR-T 

THERAPY

Santomasso BD et al. Management of Immune-Related Adverse Events in Patients Treated With Chimeric Antigen Receptor T-Cell Therapy: ASCO Guideline. J Clin Oncol. 2021 Dec 10;39(35):3978-3992. Epub2021 Nov 1. 
Erratum in: J Clin Oncol. 2022 Mar 10;40(8):919. PMID: 34724386.



Management of Immune-Related Adverse Events in Patients 

with T-cell Directed Therapy

•T-Cell related therapies results in treatment–related toxicities, including cytokine 

release syndrome (CRS), immune effector cell–associated neurotoxicity 

syndrome,, (ICANS),  B-cell aplasia, cytopenias, and infections. 

•Management of short-term toxicities:

•Supportive and pharmacologic interventions for those without adequate response. 

•Management of patients with prolonged or severe cytokine release syndrome: 

includes treatment with tocilizumab with or without a corticosteroid. 

•Patients with moderate to severe immune effector cell–associated neurotoxicity 

syndrome (ICANS) should be managed with corticosteroids and supportive care.



Management of Immune-Related Adverse Events in Patients 

Treated With Chimeric T-Cell Directed Therapy

•CRS is defined by CTCAE as a “disorder characterized by fever, tachypnea, 

headache, tachycardia, hypotension, rash, and/or hypoxia caused by the release of 

cytokines”.

•CRS is caused by the release of cytokines from bystander immune and 

nonimmune cells.

• Variable onset and dependent on the therapy and patient population, with peaks at 

2-7 days after infusion and delays of up to 3 weeks.

•Presenting symptoms may include fever, tachycardia, hypoxia, nausea, headache, 

rash, shortness of breath, mild or serious hypotension requiring vasopressors, 

respiratory failure, coagulopathy, and/or multiorgan system failure.



Management of Immune-Related Adverse Events in Patients 

Treated With Chimeric Antigen Receptor T-Cell Therapy: ASCO 
Guideline

WORK-UP FOR TOXICITES

ASCO 2021 GUIDELINES: WORK UP FOR MANAGEMENT OF 
IMMUNE EFFECTOR THERAPY



ASTCT Consensus Grading for Cytokine Release Syndrome

The definition of CRS used to develop the ASTCT consensus criteria is “a supraphysiologic response following any immune therapy that 
results in the activation or engagement of endogenous or infused T cells and/or other immune effector cells. Symptoms can be 
progressive, must include fever at the onset, and may include hypotension, capillary leak (hypoxia) and end organ dysfunction.”



MANAGEMENT OF CRS



MANAGEMENT OF CRS



MANAGEMENT OF ICANS



MANAGEMENT OF ICANS: 
Immune Effector Cell Encephalopathy (ICE) Score

Rees JH. Management of Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS) 2022 Feb 7. In: Kröger N, Gribben J, Chabannon C, et al., editors. The EBMT/EHA CAR-T Cell 

Handbook [Internet]. Cham (CH): Springer; 2022. Table 27.1, [Immune Effector Cell Encephalopathy (ICE) Score]. Available from: 

https://www.ncbi.nlm.nih.gov/books/NBK584157/table/ch27.Tab1/ doi: 10.1007/978-3-030-94353-0_27



MANAGEMENT OF ICANS: 
Key clinical assessments for a representative patient with cytokine-release syndrome and 

chimeric antigen receptor (CAR)-T-cell-related encephalopathy syndrome after anti-CD19 

CAR-T-cell therapy for refractory diffuse large-B-cell lymphoma

Neelapu SS et al. . Chimeric antigen receptor T-cell therapy - assessment and management of toxicities. Nat Rev Clin Oncol. 2018 Jan;15(1):47-62. 



MANAGEMENT OF ICANS



MANAGEMENT OF ICANS



MANAGEMENT OF ICANS



MANAGEMENT OF HLH



MANAGEMENT OF CYTOPENIAS



MANAGEMENT OF B-CELL APLASIA



MANAGEMENT OF DIC



MANAGEMENT OF INFECTIONS



Teclistamab in Relapsed or Refractory Multiple 

Myeloma
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