
Taking a “Bite ” Out of Bispecific Antibodies (BsAbs) in 
Diffuse Large B-Cell Lymphoma: Applications for 
Treatment Implementation 
Emilie Aschenbrenner PharmD, BCOP
Hematology Clinical Coordinator 

March 2, 2024 



2

Disclosures
• Speakers Bureau: Sanofi, BeiGene, Incyte and AbbVie/Genmab 
• Advisory Board: Astellas, BMS and Incyte 



3

Objectives 



4

Outline 
• Approval and Indication 
• Mechanism of Action 
• Administration and Pearls
• Managing Toxicity
• Implementation and Pharmacy Operations 
• Navigating Cost of Care 
• Future Applications



5

Approval and Indication
• Epcoritamab: indicated for the treatment of adult patients with relapsed or 

refractory diffuse large B-cell lymphoma (DLBCL), not otherwise specified, 
including DLBCL arising from indolent lymphoma and high-grade B-cell 
lymphoma (HGBCL), after two or more lines of systemic therapy
⎼ FDA accelerated approval May 19, 2023

• Glofitamab: indicated for the treatment of adult patients with relapsed or 
refractory diffuse large B-cell lymphoma (DLBCL), not otherwise specified, 
or large B-cell lymphoma (LBCL) arising from follicular lymphoma, after two 
or more lines of systemic therapy 
⎼ FDA accelerated approval June 15, 2023

EPKINLYTM (epcoritamab-bysp). [package insert]. Plainsboro, NJ USA: Genmab Inc, and AbbVie Inc.; 2023.
COLUMVITM (glofitamab-gxbm). [package insert]. San Francisco, CA USA: Genentech Inc.; 2023.
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Mechanism of Action 

Image created with BioRender 
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Mechanism of Action 

Image created with BioRender 
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• Route: Subcutaneous
• Pre-medications (Cycle 1):
⎼ Prednisone 100 mg or 

dexamethasone 15 mg (PO or IV)
o Continue 3 days after each 

weekly dose
⎼ Diphenhydramine 50 mg
⎼ Acetaminophen 650-1000 mg 

• Cycle length = 28 days 
• Duration = Until progression 

Administration: Epcoritamab 
Cycle Day Dose 

Cycle 1 1 0.16 mg

8 0.8 mg

15 48 mg

22 48mg

Cycle 2 and 3 1,8,15,22 48mg

Cycles 4-9 1,15 48mg

Cycle 10+ 1 48mg

Thieblemont C, et al. J Clin Oncol. 2023;41(12):2238-2247.; EPKINLYTM(epcoritamab-bysp). [package insert]. Plainsboro, NJ USA: Genmab Inc, and AbbVie Inc.; 2023.
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• Route: Intravenous
• Pre-medications (Cycle 1-3):
⎼ Dexamethasone 20 mg (IV)
⎼ Diphenhydramine 50 mg 
⎼ Acetaminophen 500-1000 mg 

• Cycle length = 21 days 
• Duration = 12 cycles (fixed) 

Administration: Glofitamab
Cycle Day Dose 

Cycle 1 1 Administer 
obinutuzumab 

8 2.5 mg over 4 hours 

15 10 mg over 4 hours 

Cycle 2 1 30 mg over 4 hours 

Cycles 3-12 1 30 mg over 2 hours 

Dickinson MJ, et al. N Engl J Med. 2022;387(24):2220-2231. COLUMVITM (glofitamab-gxbm). [package insert]. San Francisco, CA USA: Genentech Inc.; 2023.
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Administration: Bispecific Antibodies in R/R DLBCL

COLUMVITM (glofitamab-gxbm). [package insert]. San Francisco, CA USA: Genentech Inc.; 2023.
EPKINLYTM(epcoritamab-bysp). [package insert]. Plainsboro, NJ USA: Genmab Inc, and AbbVie Inc.; 2023
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• CRS = 49.7% (N = 78)
⎼ Median time to onset = 20 hours 

post-first full dose (C1D15)
⎼ Median duration = 48 hours
⎼ Tocilizumab use =  28.2%
⎼ Corticosteroid use = 20.5%

• ICANS = 6.4% (N = 10)
⎼ Median time to onset  = 16.5 days 
⎼ Median duration = 4 days
⎼ One fatal case

• Fatal AEs = 5.7%

EPCORE NHL-1: Safety
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Thieblemont C, et al. J Clin Oncol. 2023;41(12):2238-2247.
CRS = Cytokine Release Syndrome 
ICANS = Immune Effector Cell Associated Neurotoxicity Syndrome
AE = Adverse Event  
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• CRS = 66% (N = 101)
⎼ Median time to onset = 13.5 hours              

post-first dose (C1D8)
⎼ Median duration = 30.5 hours
⎼ Tocilizumab use = 32 %
⎼ Corticosteroid use = 27.8 %

• ICANS = 8% (N = 12)
⎼ CTCAE-defined neurologic AEs
⎼ FDA adjudication = 4.8% (N = 7)
⎼ One fatal case

• Fatal AEs = 5%

NP30179 Trial: Safety
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CRS = Cytokine Release Syndrome 
ICANS = Immune Effector Cell Associated Neurotoxicity Syndrome 
AE = Adverse Event 
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Managing Toxicity: Epcoritamab CRS 
Lower Rates with Cycle 1 Optimization: DexamethasoneCRS Events by Dosing Period 

EPKINLYTM(epcoritamab-bysp). [package insert]. Plainsboro, NJ USA: Genmab Inc, and AbbVie Inc.; 2023. Genmab data on file. 
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Managing Toxicity: Glofitamab CRS

USPI: CRS by Cycle CRS By Cycle in Cohort of Patients who 
Received Dexamethasone Premedication COLUMVITM (glofitamab-gxbm). [package insert]. San Francisco, CA USA: Genentech Inc.; 2023.

Genentech data on file. 
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Managing Toxicity: CRS 
• “Manage CRS per current practice guidelines”
⎼ Graded using American Society for Transplantation and Cellular Therapy (ASTCT) 2019 

consensus grading criteria 
⎼ Supportive care 

o Continuation of corticosteroids for premedication and/or treatment  
o Antipyretic and fluid management 
o IL-6 receptor antagonists (tocilizumab)  
o Intensive care with Grade 3 and Grade 4 CRS (vasopressor, respiratory support) 

⎼ Hospitalization when necessary for subsequent doses 
⎼ Consideration of slower infusion rates for glofitamab 
⎼ Delay of therapy and repeat step-up if necessary per protocol 
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Managing Toxicity: ICANS 
• Infrequent in both the NP30179 and EPCOR-NHL1 trials
⎼ Approximately 5-8% (majority Grade 1 or 2)
⎼ Clinically different from CAR-T cell-induced ICANS, primarily headache and dizziness 
⎼ Treat with corticosteroids and supportive care, consider anti-seizure prophylaxis 

• Fatal cases – confounding factors 
⎼ Epcoritamab (Day 25): hyperammonemia, possible microangiopathy (new cerebral infarcts, 

splenic infarct, thrombocytopenia and coagulopathy), and accumulation of morphine active 
metabolites 

⎼ Glofitamab (Day 17): considered related to worsening pain and opioids by investigator 

Counseling Tip: No driving or operating 
hazardous equipment until resolution! 
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Managing Toxicity: Patient Education 

https://www.epkinly.com/content/dam/epcoritamab/docs/wallet-card.pdf. 
Accessed February 2, 2024

https://www.columvi.com/content/dam/gene/columvi/pdfs/columvi-wallet-card.pdf. 
Accessed February 2, 2024
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Managing Toxicity: Patient Education 

Crombie JL, et al. Consensus Recommendations on the Management of Toxicity Associated with CD3xCD20 Bispecific Antibody Therapy https://doi.org/10.1182/blood.2023022432

Who? 

What? 

When? 

https://doi.org/10.1182/blood.2023022432
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Managing Toxicity: Cytopenias
• Neutropenia 
⎼ All Grade: 50-56 % 
⎼ Grade 3 or 4: 26-32%

• Anemia
⎼ All Grade: 62-72%, 
⎼ Grade 3 or 4: 8-12%

• Thrombocytopenia 
⎼ All Grade: 48-56 %
⎼ Grade 3 or 4: 8-12%

• Low rates of febrile neutropenia (~3%)
• Granulocyte-colony stimulating factor 

(G-CSF) administration allowed 
⎼ Median duration of neutropenia generally days 

to weeks (8-20 days)
o Occurs most commonly with earlier cycles of therapy 

⎼ Dose interruptions per protocol 
o Absolute neutrophil count < 0.5 x 109/L
o Platelet count < 50 x 109/L

• Overall favorable profile compared to 
CAR-T cell therapy 
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Managing Toxicity: Infections 

COVID-19

Sepsis

Bacterial

Viral

Grade 3-5 Infections 

COVID-19 Sepsis Bacterial Viral

• Infections (all grade 39-45%)
⎼ Grade 3-5 15% 
⎼ Low rates of febrile neutropenia ~ 3% 

• Antibacterial and antifungal 
prophylaxis not routinely required

• Consider Immunoglobulin 
replacement therapy (IVIG)

  
Counseling Tip: Antiviral and PJP prophylaxis indicated!
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Managing Toxicity: TLS and Tumor Flare 
• Tumor Lysis Syndrome (TLS)
⎼ Epcoritamab: Grade 3 TLS in 2 patients (1%)
⎼ Glofitamab: Grade ≥3 TLS in 2 patients (1%)

• Tumor Flare or pseudoprogression
⎼ Typically after first dose or target dose
⎼ Assessed by Lymphoma Response to Immunotherapy Criteria (LYRIC)

o Epcoritamab: 10 % of patients achieving objective response (9 patients)
o Glofitamab: 12 % all grade, Grade ≥ 3 3%

Counseling Tip: Consider anti-hyperuricemic medications for prophylaxis!
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BsAbs Pearls 
Epcoritamab Glofitamab 

Inpatient Admission 24 hours after C1D15 During and 24 hours 
after C1D8

CRS Peak Incidence C1D15 C1D8

CRS Timing (median 
onset)

20 hours (C1D15) 13.5 hours (C1D8)

Viral and PJP 
Prophylaxis

Recommended Recommended 

Route SQ IV

Duration of therapy Until progression Maximum 12 cycles 
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Implementation: To Admit or Not to Admit

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: To Admit or Not to Admit
• Site of monitoring should generally follow the prescribing label 
• Specific to each clinical site’s capabilities 
• Workflow delineation key to escalation of care 
⎼ Post-dose monitoring protocols
⎼ Emergency transfer when necessary 

• Capitalizing on electronic health record systems
• Education of community emergency department staff
• Always consider the patient!  

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: Scheduling 
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Implementation: How to Handle?
• Hazardous? – No, NIOSH does not categorize as hazardous
• USP 800? – No, follow USP 797 standards for sterile compounding 
⎼ Ability to compound in central pharmacy 
⎼ “Chemotherapy hood” negative pressure room not required 

• Complexity of preparation
⎼ Epcoritamab subcutaneous injection

o 0.16 mg dose requires 2 dilutions 
o 0.8 mg dose requires 1 dilution 

⎼ Glofitamab intravenous infusion 
o Drug volume added to 50-100 mL mini-bags 

NIOSH = National Institute for Occupational Safety and Health 
Image credit: https://www.halyardhealth.com/wp-content/uploads/Chemo-Compounding-PPE-Guidelines-Poster-02902.pdf
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Implementation: Preparation 
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Show Me the Money $$$!
• Epcoritamab or glofitamab 

cost for 10+ cycles estimated 
~ $200,000 - 300,000 for 
drug cost alone*

• Cost of continuous therapy 
could be > CAR-T
⎼ Limited cost-effectiveness data

o QALT threshold

⎼ NTAP designation for Medicare 
patients as of October 2023    

* WAC (Wholesale Acquisition Cost in 2023)
QALY: quality adjusted life year
NTAP: new technology add-on payment 
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Future Directions 

• Epcoritamab +R-CHOP vs R-CHOP in 
patients with newly diagnosed DLCBL 
(EPCOR™ NHL-2; NCT05578976)

• Epcoritamab +R-mini-CHOP in DLBCL 
patients ineligible for full-dose 
anthracycline (Arm 8 NCT04663347)

• Glofitamab +R-CHOP in previously 
untreated DLBCL (NP40126, 
NCT03467373)

• Glofitamab + Pola-RCHP vs Pola-RCHP 
in previously untreated LBCL 
(RO7082859, NCT06047080)

• Epcoritamab +GemOx in patients with 
R/R DLBCL ineligible for ASCT (Arm 5 
NCT04663347)

• Epcoritamab +R-ICE in patients with 
R/R DLBCL eligible for ASCT (Arm 10 
NCT04663347)

• Glofitamab + GemOx vs Rituximab + 
GemOx in R/R DLBCL (STARGLO, 
GO41944, NCT04408638)

• Glofitamab +R-ICE in patients with R/R 
transplant or CAR-T eligible DLBCL 
(NCT05364424)

First-Line Second-Line

www.clinicaltrials.gov 

http://www.clinicaltrials.gov/


Thank You!



Appendix
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Implementation: CRS Management 

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: CRS Management 

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: ICANS Management 

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: ICANS Management 

Crombie JL, et al. https://doi.org/10.1182/blood.2023022432

https://doi.org/10.1182/blood.2023022432
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Implementation: Logistical Considerations
• Insurance authorization (BsAb and supportive care medications)
• Ensure a facility is available close by with two doses of tocilizumab 
• Designated location for treatment of low grade CRS if outpatient 
• Dedicated pathway for escalation of care for ≥ Grade 2 CRS
• Electronic medical records (EMR) to create standard order sets 
• Education to multidisciplinary staff, patients and caregivers
• Appointed team to monitor and manage complications 
⎼ Oncologist, APP, RN, PharmD 



37

Implementation: Patient Resources 
• Access to thermometer 
⎼ Suggested monitoring three times daily post step-up doses (48 hours)

• Blood pressure cuff and pulse oximeter when available
• Education sheet and/or wallet card
• Prescription for dexamethasone as needed for CRS 
⎼ Start only after discussion with treatment team 

• Clear call instructions and contact information 
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