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Background: Chimeric antigen receptor (CAR) T cells therapy is highly effective in the treatment of B-cell ymphoma, 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
efficacy 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/fludarabine
chemotherapy conditioning 1-2 days before infusions of CAR-T cells. The quality of apheresis cells, efficiencies of gene transfer
and T cell proliferation, CAR-T infusion dose and blood CAR copies were quantitatively documented.

Results: In the first 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 defined 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 confirms that the efficacy 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 efficacy and safety of dual target CAR-T is still worth exploring. It's needed to
optimize multi-specific targeting by CAR-T cells to improve the efficacy both in B cell malignancies and other hematological
malignancies.

¥Z0z Ae 61 uo 1senb Aq ypd-urew-y6-poojq/999102Z/Z6v</ ) Juswa|ddng/zy | pd-ajonie/poojqasursuonealigndyse//:diy woy papeojumoq

Disclosures No relevant conflicts of interest to declare.

3492 € blood® 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 © 2023 by The American Society of Hematology


https://doi.org/10.1182/blood-2023-186888
https://crossmark.crossref.org/dialog/?doi=10.1182/blood-2023-186888&domain=pdf&date_stamp=2023-11-02

POSTER ABSTRACTS Session 704

7144 08 CO19+COT0 7 15

1 Women 47 DLBCL noa-GCB  NOTCHZ, KTMT2D Relapse 4 CR  Relapse  Yes 2022223 No X

2 Male 44 DLBCL  non-GCB NOTCHZ. B2M Relapse/Refractory 4 w072 12 CDI9CDT0 22 17 CR  Relapse  Yes  2022-228 No X

3 Male &5 DLBCL GCB \ Primary refractory 2 217 53 CD19+C070 117 1 CR CR Na 2023-7-31 No 2022-6-27

4 Women 6l DLBCL non-GCB  TPS3del. KTMTZD. COT98 Primary rebactory 6 2856 206 CD18+COT0 197 165 PR Mo 2023-7-3 N it
KMT2D. BCL-6. TPS3,

5 Mie 63 DLBCL  non-GCB  ARDIS. CD79B, DFX1,  Relapse/Refiacwry 2 v 35 CO19+EDT0 12 108 [ R Mo 2019-4-10 Mo \
INDDSP. MEFZ8. XPOL ) )

6 Male 50 SR - FRelapse 3 14 CD19+CO70 in 12 = R Wo  2023-7-31  No A

T Women 48 _NOTCH1, TP53. Primary retactory 3 3 COI9+COM0 16 156 PO Relaps  Yes No \

8 Women 61 CMY-C. BCL2, PAXS  Relapse/Refractory 3 5 coig-cor0. 22 2 R Reape Ve No v

Fig.1 Patient details list
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Fig.2 Survival of CAR.T treated patiants disoase free survival pariod and overall survival of all the enralled patients were shown. The dashed lines indicate the $5% confidential interval.
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