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Background:Chimeric antigen receptor (CAR) T cells therapy is highly effective in the treatment of B-cell lymphoma, providing
alternative therapeutic options for patients who failed to respond to conventional treatment or relapse. Despite impressive
progress, more than 30-50% of patients treated with CD19 CAR-T cells experienced progressive disease. Antigen escape
is one of the common causes of relapse, especially CD19-negative relapse. Absent or decreased cell surface CD19 as a
mechanism of resistance after CD19 CAR-T cells treatment. CD70 is a novel and promising therapeutic target due to the
restricted expression pattern in normal tissues and over expression in some lymphoma tissues. Our center explored the
ef�cacy and safety of CAR-T cells therapy with dual targeting of CD19 and CD70 in the treatment of r/r lymphoma.
Patients and Methods: The study included 8 relapsed/refractory diffuse large B-cell lymphoma patients, all patients have
exhausted all available treatment options with progressive or stable disease and life expectancy >2 months were enrolled in
the study. All patients expressed strong positivity of CD19 and CD70, all of patient details can be found in the table (Fig.1). Au-
tologous T cells were apheresis collected and transduced with an apoptosis-inducible, safety-engineered lentiviral CAR with
the following intracellular signaling domains: CD28/CD27/CD3z-iCasp9. All patients received cyclophosphamide/�udarabine
chemotherapy conditioning 1-2 days before infusions of CAR-T cells. The quality of apheresis cells, ef�ciencies of gene transfer
and T cell proliferation, CAR-T infusion dose and blood CAR copies were quantitatively documented.
Results: In the �rst months after CAR-T cells infusion, 75.0% (6/8) of patients achieved complete response (CR), while 12.5%
(1/8) of patients evaluated as partial response (PR) and 12.5% (1/8) of patients as progressive disease (PD), overall response
rate (ORR) is 87.5% (7/8). In the evaluation of safety, 37.5% (3/8) of patients experienced cytokine release syndrome (CRS),
and 25% (2/8) of patients experienced grade 1 CRS and 12.5% (1/8) of patients experienced grade 2 CRS, no case of severe
CRS de�ned as≥grade 3 and no immune effector cell-associated neurotoxicity syndrome (ICANS) occurred. After a median
follow-up of 19.9 months, 50% (4/8) of patients maintained CR, while 37.5% (3/8) of patients were relapsed, with a duration of
response (DOR) of 50% (4/8), median DFS was 10.5 months and median OS was not reached (Fig.2).
Conclusions: In summary, our research data con�rms that the ef�cacy and safety of CD19/CD70 dual targeted CAR-T cells
infusion, continued follow-up will determine whether the CD19/CD70 CAR-T cells therapy can obtain long term overall sur-
vival in our study. How to further improve the ef�cacy and safety of dual target CAR-T is still worth exploring. It’s needed to
optimize multi-speci�c targeting by CAR-T cells to improve the ef�cacy both in B cell malignancies and other hematological
malignancies.
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