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Healthy adult peripheral blood natural killer (PBNK) cells are mature capable of exceptional CAR-driven cytotoxicity
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cells were educated, at more than 80% NKG2AKIR* (Fig. 4) [2]. CBNK
cells expanded to approximately 11-million-fold, whereas PBNK cells
surpassed 250-billion-fold expansion, without appearing to have
reached a terminal expansion limit (Fig. 2). At the end of the study, 14-
day process and FP PBNK cells were as potent or trended towards
greater potency than CBNK cells against 3 different tumor targets (Fig.

peripheral donor PB512. Expansion of NK cells from the three highest
potency donors was characterized over the length of the study.
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Figure 5. Extensively expanded healthy donor-derived peripheral blood
NK cells are capable of killing multiple tumor cell types. (a) 14-day
process NK cells and (b) final product NK cells were used in a
cytotoxicity assay against NALM®6 and Raji (B cell tumor cell lines that
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Figure 7. Expansion, phenotypic plasticity, and functional properties of

isolated NK cell subpopulations. (a) Education of donor PB624 NK cells
occurs through NKG2A and KIR2DL3 receptors. (b-e) Donor PB624 CD569™

NK cells expanded from CMV seropositive donor PB512
are phenotypically consistent with adaptive NK cells

1 1 . Sample NK cells were sorted according to NKG2A, KIR2DL3, and CD57 expression,
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Figure 6. KaryoStat™ analysis shows no chromosomal aberrationsin @~ ' ;e oo oo TTooommmmmmmmnnene
PB512 NK cells. 150k SNPs spread across the genome were analyzed
and compared between donor matched pre- and post-expansion NK
cells. X-axis indicates chromosome number and Y-axis indicates copy

number.

250 billion-fold while maintaining potency. These results show robust
expansion capability of educated, potent NK cells and provide a
rationale for the development of off-the-shelf CAR NK cell therapies
using NK cells from donors selected to provide optimal product
characteristics.

Figure 3. Longitudinal characterization of cell surface marker expression
by flow cytometry and FlowSOM analysis. Adaptive NK cells,
characterized as NKG2C* NKG2A~ NKp30-, are the major population in
expanded PB512 NK cells [3]. D14, D28, D56 and D70 indicate day of
expansion.
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