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Abstract

INTRODUCTION RESULTS
Natural killer (NK) cells exhibit innate anti-tumor activity owing to the expression of a multitude of activating and Figure 1. Retroviral (RV) CD38 CAR Construct, PNK Transduction and Expansion Process Figure 2. Fold Expansion and Phenotype of PNK-CAR38 Cells
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Cell (HSC) derived Natural Killer cells (PNK)4. The placental HSC source is vast, and Celularity process is streamlined - o i@ ! 5 v % . 0 wies [ s
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CD38 is a glycoprotein and ectoenzyme highly expressed in hematological malignancies notably in lymphoma®® and nrrocess par s Figure 2. (A) Overall fold expansion: Optimized process yielding higher and comparable median fold expansion for PNK-NT and
multiple myeloma’, making it an attractive target for antibody and CAR based therapies. Figure 1. (A) Schema of Placental CD34+ cells were expanded and differentiated after RV PNK-CAR38 cells (n=8) (B) The differentiation efficiency of PNK-CAR38 was comparable to PNK-NT (C) Representative flow
_ _ transduction early in the process (B) Expression of CD38 CAR in process and at end of plots demonstrating differentiation and percent CD38 CAR expression on PNK-CAR38 cells compared to PNK-NT. Staining for
We have demonstrated here that the PNK cells expressing CD38 CAR (PNK-CAR38) have enhanced anti-tumor process (Median and Range, n=11) CAR expression was performed using recombinant CD38-his protein followed by anti-His PE antibody.

function against CD38+ lymphoma and multiple myeloma (MM) cell lines in pre-clinical studies. Despite expression of
Figure 4. PNK-CAR38 Cells Enhance Cytotoxicity Against Lymphoma Lines In Vitro

CD38 on healthy lymphocytes and hematopoietic progenitor cells, PNK-CAR38 cells do not exhibit on-target off-tumor Figure 3. PNK-CAR38 Cells Enhance Cytotoxicity Against MM Lines In Vitro
cytotoxicity as assessed against healthy CD38+ T cells and CD34*CD38* progenitor cells.
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Gene Modification and PNK Culture: PNK-CAR38 cells were generated through transduction of human placental A LP1_. 1: A = g 20 ig 30 ‘;3
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In Vivo Anti-Tumor Model: Disseminated Daudi (lymphoma) xenograft model was established in NSG mice. By i.v. & - / / 20 @ , oy e I - o 15 :\ a2y
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o Arobust expansion was achieved at median of 28,800-fold for PNK-CAR38 cells Statistical analysis is performed by Wilcoxon matched-pairs two tailed t test. pairs two tailed t test.
o PNK-NT and PNK-CAR38 cells showed comparable differentiation and NK cell phenotype Figure 5. PNK-CAR38 Cells Do Not Exhibit On-Target Off-Tumor Cytotoxicity Figure 6. PNK-CD38CAR Reduce Lymphoma Tumor Burden In Vivo
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