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̴ 2/3 of patients ultimately fail

as > 3rd-line therapy

as 2nd-line therapy

 ̴̴ 1/2 of patients fail by 2 years

1Locke FL, et al. N Engl J Med. 2022;386(7):640-654; 2Abramson, et al. Blood. 2023;141(14):1675-1684. 

CD19-Directed CAR-T for Relapsed/Refractory Large B-Cell Lymphomas

CAR-T for DLBCL: next gen

1Neelapu SS, et al. Blood 2023; 141(19):2307-2315; 2Schuster SJ, et al. Lancet Oncol 2021;22(10):1403-1415; 3Abramson J, et al. Blood 2024;143(5):404-416.  
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Opportunities to improve CD19-Directed CAR-T for B-Cell Lymphomas
• a complex, multistep process with many opportunities to improve outcomes 

SJS 2021
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Patient characteristics impact outcome: LBCL Subtype
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Patient characteristics impact outcome: Tumor Control



CAR-T for DLBCL: next gen



CAR-T for DLBCL: next gen

Patient characteristics impact outcome: Serum LDH

Response Survival
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Patient characteristics impact outcome: T-cell fitness
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Impact of age-related immunosenescence on naïve and memory T cells



CAR-T for DLBCL: next gen

Pre-existing lymphoma- and therapy-related immunodeficiency
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CAR-T- and/or disease-specific mechanisms of CAR-T failure 
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Investigator-initiated trials at UPenn addressing potential causes of CAR-T failure 

• Wang, et al. Cancer Imm Res 2015;3:815

• Lee, et al. Cancer Disc 2022;12:2372

• Patel, et al. Sci Imm Res 2024;19(97)2

• Svoboda, et  al. N Engl J Med 2025;392:1824 

Epcoritamab-CAR T Cells for 

Large B-cell Lymphomas

PI: E. Chong
NCT06458439
• active • recruiting

PI: E. Chong
NCT06610344
• active 

BHB & CAR-T for Lymphomas

Pre-clinical completed*

• Liu, et  al. Cell 2026; Epub ahead of print 

• recruiting

MISCELLANEOUS
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Disease-specific determinants of CAR-T success or failure: antigen loss 
• Recruiting UPenn clinical trial addressing CD19 antigen loss or downregulation 
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CAR-T-specific determinants of CAR-T failure: T-cell exhaustion
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CAR-T-specific determinants of CAR-T failure: T-cell exhaustion
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CAR-T-specific determinants of CAR-T failure: T-cell exhaustion



Grazie / Thank You!

CAR-T for DLBCL: next gen
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